Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: sssptasell626 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?) :2 



* * 


■*■ -A- 


•A- -k 


* * 


* Welcome to STN International 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


SEP 


01 


New pricing for the Save Answers for SciFinder Wizard within 










STN Express with Discover! 


NEWS 


4 


OCT 


28 


KO REAP AT now available on STN 


NEWS 


5 


NOV 


30 


PHAR reloaded with additional data 


NEWS 


6 


DEC 


01 


LISA now available on STN 


NEWS 


7 


DEC 


09 


12 databases to be removed from STN on December 31, 2004 


NEWS 


8 


DEC 


15 


MEDLINE update schedule for December 2004 


NEWS 


9 


DEC 


17 


ELCOM reloaded; updating to resume; current-awareness 










alerts (SDIs) affected 


NEWS 


10 


DEC 


17 


COMPUAB reloaded; updating to resume; current-awareness 










alerts (SDIs) affected 


NEWS 


11 


DEC 


17 


SOLIDSTATE reloaded; updating to resume; current-awareness 










alerts (SDIs) affected 


NEWS 


12 


DEC 


17 


CERAB reloaded; updating to resume; current-awareness 










alerts fSDTs) a'f"F^r*t"^d 


NEWS 


13 


DEC 


17 


THREE NEW FIELDS ADDED TO IFIPAT/IFIUDB/IFICDB 


NEWS 


14 


DEC 


30 


EPFULL: New patent full text database to be available on STN 


NEWS 


15 


DEC 


30 


CAPLUS - PATENT COVERAGE EXPANDED 


NEWS 


16 


JAN 


03 


No connect-hour charges in EPFULL during January and 










February 2005 


NEWS 


17 


FEB 


25 


CA/ CAPLUS - Russian Agency for Patents and Trademarks 










(ROSPATENT) added to list of core patent offices covered 


NEWS 


18 


FEB 


10 


STN Patent Forums to be held in March 2005 


NEWS 


19 


FEB 


16 


STN User Update to be held in conjunction with the 229th ACS 










National Meeting on March 13, 2005 


NEWS 


20 


FEB 


28 


PATDPAFULL - New display fields provide for legal status 










data from INPADOC 


NEWS 


21 


FEB 


28 


BABS - Current-awareness alerts (SDIs) available 


NEWS 


22 


FEB 


28 


MEDLINE/LMEDLINE reloaded 


NEWS 


23 


MAR 


02 


GBFULL: New full-text patent database on STN 


NEWS 


24 


MAR 


03 


REGISTRY/Z REGISTRY - Sequence annotations enhanced 


NEWS 


25 


MAR 


03 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


EXPRESS 


JANUARY 10 CURRENT WINDOWS VERSION IS V7.01a, CURRENT 



MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 10 JANUARY 2005 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 

NEWS WWW CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 



FILE 'HOME' ENTERED AT 13:13:05 ON 04 MAR 2005 



=> file reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE 'REGISTRY' ENTERED AT 13:13:16 ON 04 MAR 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 2 MAR 2005 HIGHEST RN 841200-41-7 

DICTIONARY FILE UPDATES: 2 MAR 2005 HIGHEST RN 841200-41-7 



TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details, 



Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www. cas . org/ONLINE/DBSS/registryss . html 

=> 

Uploading C:\Program Files\Stnexp\Queries\10798372 . str 

O 




13 



chain nodes : 

10 11 12 13 14 15 19 22 
ring nodes : 

12345 6789 
chain bonds : 

7-22 8-10 10-11 11-12 12-13 13-19 14-15 
ring bonds : 



1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-9 7-8 8-9 
exact/norm bonds : 

5-7 6-9 7-8 7-22 8-9 8-10 11-12 12-13 13-19 14-15 

exact bonds : 

10-11 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 



G1:N, [*1] 
Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:Atom 9:Atoni lOiCLASS 

11: CLASS 12: CLASS 13: CLASS 14: CLASS 15: CLASS 19: CLASS 22: CLASS 



LI STRUCTURE UPLOADED 

=> d 

LI HAS NO ANSWERS 
LI STR 



O 




O 




Gl N, [@1] 



Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 13:13:33 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 6380 TO ITERATE 



15,7% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



11 ANSWERS 



FULL FILE PROJECTIONS: 



ONLINE 
BATCH 



** COMPLETE** 
** COMPLETE** 



PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



122812 TO 132388 
901 TO 1905 



L2 



11 SEA SSS SAM LI 



=> 5 11 full 

FULL SEARCH INITIATED 13:13:40 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 128438 TO ITERATE 



100.0% PlilOCESSED 128438 ITERATIONS 
SEARCH TIME: 00.00.01 



2400 ANSWERS 



L3 2400 SEA SSS FUL LI 

=> file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 161.33 161. .54 

FILE 'CAPLUS* ENTERED AT 13:13:44 ON 04 MAR 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT - 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 4 Mar 2005 VOL 142 ISS 11 
FILE LAST UPDATED: 3 Mar 2005 (20050303/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> s 13 

L4 637 L3 

=> file reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.45 161.99 



FILE 'REGISTRY' ENTERED AT 13:14:17 ON 04 MAR 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 2 MAR 2005 HIGHEST RN 841200-41-7 
DICTIONARY FILE UPDATES: 2 MAR 2005 HIGHEST RN 841200-41-7 

TSCA INFORMAT-ION NOW CURRENT THROUGH JANUARY 18, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 



Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 



http: //www. cas . org/ONLINE/DBSS/registryss . html 
=> 

Uploading C:\Program Files\Stnexp\Queries\10798372b. str 

O 15 

\ *1 \ ^ 




14 



13 



chain nodes : 

10 11 12 13 14 15 19 22 23 
ring nodes : 

123456789 
chain bonds : 

7-22 8-10 10-11 10-23 11-12 12-13 13-19 14-15 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-9 7-8 8-9 
exact/norm bonds : 

5-7 6-9 7-8 7-22 8-9 8-10 10-23 11-12 12-13 13-19 14-15 

exact bonds : 

10-11 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 



G1:N, [*1] 
Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:Atom 9:Atom lOrCLASS 

11: CLASS 12: CLASS 13: CLASS 14: CLASS 15: CLASS 19: CLASS 22: CLASS 23: Atom 



L5 STRUCTURE UPLOADED 



=> d 

L5 HAS NO ANSWERS 
L5 STR 




Gl N, [01] 



Structure attributes must be viewed using STN Express query preparation. 



=> s 15 

SAMPLE SEARCH INITIATED 13:14:35 
SAMPLE SCREEN SEARCH COMPLETED - 



FILE 'REGISTRY* 
6380 TO ITERATE 



15.7% PROCESSED 1000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH * *COMPLETE* * 

122812 TO 132388 
0 TO 0 



L6 



0 SEA SSS SAM L5 



=> s 15 full 

FULL SEARCH INITIATED 13:14:38 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 128430 TO ITERATE 



100.0% PROCESSED 128430 ITERATIONS 
SEARCH TIME: 00.00.02 



66 ANSWERS 



L7 



66 SEA SSS FUL L5 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
161.33 323.32 



FILE 'CAPLUS' ENTERED AT 13:14:44 ON 04 MAR 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 



American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 4 Mar 2005 VOL 142 ISS 11 
FILE LAST UPDATED: 3 Mar 2005 (20050303/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> s 17 

L8 22 L7 

=> d ibib abs hitstr tot 

THE ESTIMATED COST FOR THIS REQUEST IS 108.68 U.S. DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y)/N:y 



AHSVER 1 OF 22 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION KUHBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S>: 
PATENT ASSIGNE2(S): 

SOURCE; 

DOCUMENT TYPE! 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:780510 CAPLUS 
141:277486 

A preparation of 7-aninol90indolona derivatives 

Han, Hon-Vah; Muller, Georg* tf.x Zhang, Veihong 

Celgene Corporation, USA 

PCT Int. Appl., 109 pp. 

COOEN: PIXXD2 

Patent 

English 

1 
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PATENT 


NO. 




KIND 


DATE 




APPLICATION 


NO. 




DATE 


VO 2004 OB 04 23 




A2 




20040923 




VO 2004-US7743 




20040312 


VO 20040B0423 




A3 




20041104 














tf: 


AE, AG, 


AL, 


AH, 


AT, 


AU, AZ, 


BA. 


BB, 


EG, BR, 


BV, 


BY, 


BZ, CA, CH, 




CN. 00, 


CR, 


CU, 


CI. 


DE, OK, 


DK, 


DZ, 


EC, EE, 


EG, 


ES, 


FI, GB, GD, 




GE. GH, 


GM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, 


JP, KE, 


KG, 


KP. 


KR. KZ, LC, 




LX, LR, 


LS, 


LT, 


LU, 


LV, MA, 


MD, 


HG, 


MK, MN, 


MW, 


MX, 


HZ, NA, NI, 




NO, NZ, 


OM, 


PG, 


PH, 


PL, PT, 


RO, 


RU, 


SC, SD, 


SE, 


SG. 


SK, SL, SY. 




TJ, TM, 


TN, 


TR, 


TT, 


TZ, UA, 


UG, 


US, 


U2, VC, 


VN, 


YU, 


ZA, ZM, ZV 




: ro, GH, 


<m. 


KE, 


LS, 


MW, HZ, 


SD, 


SL, 


SZ, TZ, 


UG, 


ZM, 


ZV, AM, AZ. 




BY, KG, 


KZ, 


MD, 


RU, 


TJ, TM, 


AT, 


BB, 


BG, ai. 


CY, 


C2, 


DE, DX, EE. 




ES, FI, 


FR, 


GB, 


GR, 


HU, IE, 


IT, 


LU, 


MC, NL, 


PL, 


PT, 


RO, SE, SI, 




SK, TR, 


BF, 


BJ, 


CF, 


CG, CI, 


CM, 


GA, 


GN, GQ, 


GW, 


ML, 


HR, NB, SN. 




TD, TG 






















US 2004254214 




Al 




20041216 




US2j 




12. 




20040312 


PRIORITY APPLN. INFO. : 










'as2003*454155P 




P 20030312 



OTHER SOURCE (S): 
€1 



MARPAT 141:277486 




* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Thft invention relates to a preparation of 7-arainoi30indole derivs. of 
fornula I 

[wherein: Y is C(0), GH2, ai2C{0), or S02> X is H> Z is -allcyl-C02H, 
alkyl, -alkyl-CIB, or -alkyl-NH2, etc.; Rl and R2 are independently 
selected fron (cycle) alkyl or -alkyl-cycloallcyl] , useful for treatnent, 
prevention or euinagement of cancer, inflanraatory bovel disease, and 
myelodysplastic syndrome, etc. (no biol. data) . For instance, isoindole 
derivative II was prepared via heterocyciization of aainopropanol 

derivative III and 

benzoic acid derivative IV with a yield of 641 (example 1) . 

IT 760958-97-2P 

RL: PAC (Pharmacological activity) < SPN (Synthetic preparation); THU 
(Therapeutic use)» BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aminolsolndolone derivs. via heterocyclization of 
aminopropanol derivs. and benzoic acid derivs.) 

RN 760958-97-2 CAPLUS 

CM 2H-Isoindole-2-prDpanaalde, 4-chIoro-7-[ (cyclopropyIcarbonyl)aiBlno]-p- 
(3~ethoxy'4-methoxyphenyl) 'l,3-dlhydro-M,N-dlBtethyl'l-oso-, (pR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:780509 CAPLUS 
141:295861 

A preparation of novel isoindolone derivatives, useful 

as PDE4 inhibitors 

Man, Hon-Vah; Muller, George V. 

Celgene Corporation, USA 

PCT Int. Appl., 82 pp. 

CODEN: PIXXD2 

Patent 

English 

1 
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tKrurr no. 



KIND DATE 



APPLICATION NO. 



2004080422 




A2 




20040923 




VO 2004- 


■US7742 




20040312 


2004080422 




A3 




20041028 












V: AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, BG, 


BR, BV, 


BY, 


BZ, CA, CH, 


CN, CO, 


CR, 


CU, 


C2, 


DE, DK, 


DM, 


DZ, EC, 


EE, EG, 


ES, 


FI, GB, GD, 


GE, GH, 


GM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, JP, 


KE, KG, 


KP, 


KR, KZ, LC, 


LK, LR. 


LS, 


LT, 


LU, 


LV, MA, 


MO, 


HG, MK, 


HN, MV, 


MX, 


HZ, NA, NI, 


NO, NZ, 


OH, 


PG, 


PH, 


PL, PT. 


RO, 


RU, SC, 


SO, SE, 


SG, 


SK, SL, SY, 


TJ, TM; 


TN, 


TR, 


TT, 


TZ, UA, 


UG, 


US, UZ, 


VC." VN, 


YU, 


ZA," ZH, ZV 


RV: BV, GB, 


GM, 


KE, 


LS, 


HW, MZ, 


SD, 


SL, S2, 


TZ, UG, 


ZM, 


ZV, AH, AZ, 


BY, KG, 


KZ, 


HO, 


RU, 


TJ, TM, 


AT, 


BE, BG, 


CH, CY, 


CZ, 


DE, DK, EE, 


ES, FI, 


FR, 


GB, 


GR, 


HU, IE, 


IT, 


LU, MC, 


NL, PL, 


PT, 


RO, SE, SI, 


SK, TR, 


BF, 


BJ, 


CF, 


CG, CI, 


CM, 


GA, GN, 


GQ, GV, 


ML, 


MR, NE, SN, 


TD, TG 




















2004259873 




Al 




20041223 




US 2004- 


■798372 




20040312 


r APPLN. INFO. : 










u5-2tnn-4b414"5P 




P 20030312 



OTHER S0UnCB(S)l 
GI 



MARPAT 141:295861 




* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY ~ AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to a preparation of novel isoindolone derivs. of 
formula 

I {wherein: Y is C(0), CH2, CH2C(0), or S02t Rl and R2 are Independently 
selected frcwi (cyclo) alkyl, CF2R, CF3, or CH2CHF2. etc.; 21 is H, alkyl, 
NH2, or NH2, etc.* Z2 is R or CHO, -C(0) -allcyl, or -C(0)Ph, etc.; XI, X2, 
X3, and X4 are independently selected froa H, halogen, N02, CF3, alkyl, or 
alkylinidazolyl, etc.; R3 and R4 are independently H or alkyl], useful for 
treatment or prevention of various diseases and disorders, for example, 
diseases associated with PDE4 (no biol. data). For instance, isoindolone 
derivative II was prepared via aminatlon of N-(hydrosypr<^l) isoindolone 
derivative 

III by N,0-(tert-butoxycarbonyl)hydroxylamine with a yield of 78% (example 
IT 7«1434-30-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of novel isoindolone derivs., useful as P0E4 inhibitors) 
RN 761434-30«4 CAPLUS 

CN Cyclopropanecarbosamide, N-[2->[3-[acetyl(acetyloiiy)aBinol-l-(3-ethoKy-4' 
BMthoxyphenyl) propyl] -2, 3-dihydro-3-o»o-lB-isoindol-4-yl]- (9CI) (CA 
INDEX NAME) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (5) : 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO- 



2004:589381 CAPLUS 
141:140314 

Preparation of 2- (f luoroallcoxyphenylaHcyl) -1, 3- 
dihydroisoindolonos as PDE4, TNF-a, and/or MMP 
inhibitors 

Hull«r, George V.} Nan, Bon-tfahi Zhang, Veihong 

Celgene Corporation. USA 

per Int. Appl.. 98 pp. 

COOEN: PIXX02 

Patent 

EngUsh 

1 



KINO DATE 



APPLICATION NO. 



m 2004060313 

tf: AS, AG, AL, 

CO, CR, CU, 

GR, GM, HR, 

LR, LS, LT, 

OM, PG, PH, 

TN, TR, TT, 

RV: GH, GM, KE, 

KG, XZ, MD, 

FI, FR, GB, 

BF, BJ, CF, 
US 2004204448 
PRIORITY APPLN. INFO. : 
OTHER SOURCE<S): 
GZ 



A2 
AM, AT, 

CZ, DE. 
HU, ID, 
LU, LV, 
PL, PT, 
TZ, UA, 
LS, KV, 
RU, TJ, 
GR, HU, 
06, CI, 
Al 



20040722 

AU. AZ, BA. 

OK. DM. DZ. 

IL. IN, IS, 

MA, MD, MG, 

RO, RU, SC. 

UG, US, UZ, 

MZ, SD. 5L. 

TM. AT. BE. 

IE, IT, LU. 

CM, GA, GN. 
20041014 



MARPAT 141:140314 



VO 2003- 

BB, BG. 

EC, EE. 

JP, KE. 

MK. MN. 

SD, SE. 

VC, VN. 

SZ, TZ. 

BG. CH. 

MC, NL. 

GQ, GV, 
US 2003- 

us-zon? 



■US41568 
BR, BY, 

EG, E5, 
KG, KP, 
KV, MX, 
SO. SK. 
YU, ZA, 
UG, ZM, 
CY, CZ, 
PT, RO, 
ML, HR, 
74808S 



DATE 

20031229 
BZ, CA, CH, CN, 
FI, GB, GD, GE, 
KR, KZ, LC, LK, 
HZ, NI, NO, NZ, 
SL, SY. TJ, TM, 
ZM, ZW 

ZV. AM, AZ, BY, 
DE, OX, EE, ES, 
SE, SI, SK, TR, 
NE. SN, TD, TG 
20031229 
P 20021230 
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alkyl, cycioalkyKalkyl), NR7R8 -( alley 1 ) , R8C0NH- (allcyl) , 
NR7R8CONH-(alltyl), R80C0NH- (allcyl) , R80- (alJcyl) , imidazolyl (allcyl) , 
pyrrolyl (allcyl), oxadiazolyl (allcyl) , triazolyl (alkyl) ; or XI and X2 or X2 
and X3 or X3 and X4 aay be taken together to fora a (hetero) cycloallcyl 
ringi Y - CO, CH2, CH2CO, COCH2, S02> Z - H, COR3, alkylaulfonyl (allcyl) , 
alkyl, CH20H, alkoxynethyl, CN; Rl and R2 - independently CHF2, alkyl, 
c^rcloalkyKalkyDx at least one of Rl and R2 - CHF2; R3 - NR4R5, alkyl, 
ca, alkoxy, (un) substituted Ph. PhCH2; R4 and RS - independently H, alkyl, 
OH, 0O0R6; R6 - alkyl ( amino) . Ph, PhCH2, aryli R7 and RB - independently 
H. alkyl, cycloalkyl (alkyl), NR7R8-alkyl, R80-alkyl. Ph, VhXXZ. aryl; or 
pharaaceutically acceptable salts, hydrates, solvates, clathrates, 
stereoisoners, and prodrugs thereof) vere prepd. For exanple, alkylation 
of 3,4>ditiydroxybenzaldehyde with chlorodifluorome thane in the presence of 
K2C03 in DKP gave 4-difluoraraethoxy-3-hydroxyfoenzaldehyde (15%), which was 
fui^ther alkylated with broraomethylcyclopropane under the same conditions 
to afford 3-c:yclopropylaetho]cy'-4-dif luorooethoxybenzaldehyde (1001). 
Reaction of the benzaldehyde with amaoniura acetate in 95% EtOH, followed 
by addn. of malonic acid provided 3-aaino-3' (3-cycloprop/ljBethoxy-4- 
difluorofflethoxyphenyl) propionic acid (52%). Condensation of the amine 
with 3-8cetaiiiidophthalic anhydride using scxlium acetate in AcOH yielded 
the isoindoledione II (85%). I and their pharmaceutical compns., 
optionally in coobination with another therapeutic agent, are useful for 
the treatment or prevention of diseases assMd. with phosphcxliesterase 4 
(PDE4) inhibition, abnormal tumor necrosis factor a (TNF-a) 
levels , and/or matriH metalloproteinase (MMP) inhibition, such as 
myelodysplastic syndrome, myeloproliferative disease, complex regional 
pain syndrome, cancer, inflanatocy diseases, and autolnaune diseases (no 
data) . 

72S256-7a-0», 3- (3- (Cycloprqaylmethoxy) -4-clif luoronethoxyphenyl] -3- 
(7-nitro-l-OKO-l, 3-dihydroisoindol-2-yl) -N, N-dimethylpropionamide 
RL: PAC (Pharmacological activity); BCT (Reactant) » SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study)) PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 
(P0B4, TNF-a, and/or MMP inhibitorf preparation of 
(fluoroalkoxyphenylalkyl)isoindolones as PDE4, TNF-m, and/or HMP 
inhibitors for treatment of inflammatory diseases, autoimmune diseases, 
cancer, and pain) 
725256-78-0 CAPLUS 

2H-Isoindole-2--propanamide, p-[3- (eye lop ropy Imethoxy) -4- 
(difluocomethoxy) phenyl! -l,3-dihydro-N,N-dimethyl-7-nitro-l-oxo- (9CI) 
(CA INDEX NAME) 



Me2N-C-CH2 



CH2 

CH — l^x^ — 0-CH2 ^ 



AB Title cooqpds. I [wherein X1-X4 - independently H. halo. M02, NH2, CF3, 



725256-71-3P , 3- { 4 -Ace tylami no- 1 , 3-di ox o-l , 3 -di hyd r oisoi ndol- 2-yl) - 
3- ( 3- ( cyclopropyinethoxy ) -4 -dif luororae thoxypheny 1} -N, N- 
dinethylpropionamide 725256-7»-lP, 3- {7-Amino-l-oxo-l, 3- 
dihydroi.soindol-2-yl) -3-[3- (cyclopropy Imethoxy) -4-dlf luoromethoxyphenyl] - 
N.N-dimethylpcopionamide 72S2S«-b»-3p, Cyclc^ropanecarboxylic 
acid N-[2-(l-(4-difluocoBethoxy-3-ethoxyphenyl) -2- 
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(di me thy lea rbamoyl) ethyl] -3-oxo-2, 3-dihydro-lH-isoindol-4-yl] amide 
725256-92-8P, 3- (7-AcetylaminD-l-oxo-l, 3-dihydroisoindoi-2-yl) -3- 
(4-difluoromethoxy-3-ethoxyphcnyl) -N,N-dimethylpropionamide 

725256- 96-2P, 3- (4 -Ace tylami no- 1, 3-dioxo-l, 3-dihydroisoindol-2-yl) - 
3 - ( 4 -di flue rone thoxy-3 -e thoxypheny 1 ) -N , N -dime t hylp ropi onamid e 

725257- 06-7P, 3- ( 4 -Ace tylami no- 1, 3-dioxo-l, 3-dihydroi3oindol-2-yl) - 

3- [3. 4-fais (dif luoromethoxy) phenyl) -N.N-dinethylpropionamide 
725257-11-4P, Cyclcf>ropanecarboxylic acid N-[2-[l-[3,4- 

bis (dif luoromethoxy) phenyl] -2- (dinethylcarbanoyl) ethyl] -3-oxo-2, 3-dihydro- 
lH-isoindol-4-yl] amide 

RL: PAC (Pharmacological activity)* SPN (Synthetic preparation)} THU 
(Therapeutic use)i BIOL (Biological study); PREP (Preparation) » USES 
(Uses) 

(PDE4, TNF-a. and/or MMP inhibitor; prepn. of 

(fluoroalkcMyphenylal)cyl)isoindolones as PDB4, TNF-«, and/or MMP 
inhibitors for treatment of inflammatory diseases, autolnaune diseases, 

cancer, and pain) 
725256-71-3 CAPLUS 

2H-Isoindole-2-propanamide, 4- (acetylamino) -p~ [3- (cyclop ropy Imethoxy) - 

4- (dif luoromethoxy) phenyl] -1, 3-dihydro-N. N-dimethyl-1. 3-<aoxo- (9CI) (CA 
INDEX NAME) 



CH2-C-NMe2 



I ° 

NHAc 
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Y 



j |j CH2-C NMe2 



RH 725256-92-8 CAPLUS 

CN 2H-l8oindole-2-propanamlde, 7- (aca tylami no) -p-[4- (dif luoromethoxy) -3- 
ethoxyphenyl]-l,3-dlhydro-N,N-dilmttthyl-l-oxo- (9CI) (CA INDEX NAME) 



OEt 



Me2N-C-CH2 
NHAc 



725256-96-2 CAPLUS 

2H-Isolndole-2-propanamlde, 4- (acetylamino) -p- [4 -(dif luoromethoxy) -3- 
ethoxyphenyll-1, 3-dihydro-N, N-dimethyl-1, 3-dloxo- (9CI) (CA INDEX NAME) 



725256-79-1 CAPLUS 

2H-Isolndole-2-propanamide, 7-amino-p- [3- (eycloprapylmethoxy) -4 
(dif luoromethoxy) phenyl] -1, 3-dihydro-N. N-dimethyl-l-oxo- (9CI ) 



^ C-NMe2 



RN 725256-89-3 CAPLUS 

CH 2H-Isoindole-2-propananide. 7- [ (cyclopropyLcarbonyl) amino] -p- [4- 

(dif luoromethoxy) -3-ethoxyphenyl] -1, 3-dihydro-N,N-dimetbyl-l-oxo- (9CI) 
(CA INDEX NAME) 



O 11 

II CH2— C— NMe2 



. RN 725257-06-7 CAPLUS 

/\ CN 2H-Isoindol«-2-propanamlda, 4- (ace tylami no) 3,4 - 

bis (dif luoromethoxy) phenyl] -l,3-dlhydro-N,N-dlnathyl-l,3-dioxo- (9CI) (CA 
INDEX NAME) 
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NHAC F2CH-0 



RN 725257-11-4 CAPLUS 

at 2H-Isoindole-2-propanaBide, p-{3,4-bis(difluorOBethasy)phenyl] -7- 

[ (cyclopropylcarbonyl) amino) -l,3>dihydro-N,N-dinethyl-l-cnto- (9CZ) (CA 
INDEX NAME) 




F2CH-O 
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OTHER S0URCE(5): MARPAT 140:42030 

GI 




AB Title compds. [I; Rl, R2 - alkyl, alkoxy, cyano, cycloalkoxy, cycioalkyl, 
cycloallcylmethoscy; 1 of X and XI - 00, S02 and the other of X and XI - CO, 
CR2, S02. CH2CO» R3 - S02Y, O^, CN, hydroicyalleylf Y - alkyl, Ph, PhCH2f Z 
- NR61R71. alkyl, Ph, PhCH2i R61 - H. alkyl, cycloalkyl, Ph, PhCH2, etc.j 
R71 - alkylf 1 of R4, R5 - H and the other - imidazolyl, pyrcolyl. 
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OKadiazolyl, triazolyl, R6R7N (CzH2z) ; z - 0, 1» n - 1-3; R6 - 
cycloalkanoyl vhich is unsubstituted or substituted vith halo, amino, 
monoalkylamino, dialkylamino; R4R5 - NRCH2R8, NacOR9, N:CHR9; R7 - H, 
allcyl, methylsuifonyl, alkoxyalkylcarbonyl; R8 - CH2, 0, NH, CH;CH, CH;N] , 
were prepd. for treatment of undesirable angiogenesis (no data) . Thus, 
3,4-dinitrophthalic acid and 2- (3-othoi[y-4-n«thoiiyphenyl) -1- 
(methyleulf onyl) eth-2-ylaaine in PhMe were refluxed for IS h through a 
Dean-Stark trap to give 49% 2-El- (^-Bthosy-4-Mthosyphenyl)-2- 
methylsulfonylethyl)-4,5-dinltrol9oindoliae-l,3-(Uone. This vas 
hydrogenated in EtOAc over Pd/C to give 73% 2- [1- (3-ethoiiy-4- 
methoxyphenyl) -2-mothylsulf onylethyl] -4, 5-diaminoisoindoline-l, 3-dione. 
The latter was refluxed 17 h with QHF di-Me acetal in HOAc to give 68% 
7-(l- (3-ethoicy-4-nethoxyphenyl) -2- me thylsulf onylethyl] -3-pyrrolino[3,4- 
e] benzimldazole-6, 8-dione. 

IT 34001»-Tl-av 340019-72-99 340019-73-09 
340019-7S-29 340019-76-39 C3S70B-6a-»9 

RL: PAC (Pharmacological activity)) SPN (Synthetic preparation)! THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of isoindolinediones as angiogenesis inhibitors) 
RN 340019-71-a CAPLUS 

CM 2H-Isaindole-2-propananide, 7- (acetylamino) -p- (3-ethoxy-4- 

methoxyphanyl)-l,3-dihydro-N,N-dimethyl-l-OKO-, (pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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,^-^r^NH 0 




RN 340019-73-0 CAPLUS 

CM 2a-l9oindole-2-propananide, 4- [ C (dlnethylanino) acetyl] amino] -p- (3- 
etho3ty-4-methosyphenyl) -1 , 3-dihydro-M, N-dinethyl-1, 3-dloico- , 
Bonohydrochlodde (9CI) (CA INDEX NAME) 




11 nne^ 



340019-72-9 CAPLUS 

2H-Isoindole>2-propanafflide, 7-( (cyclopropylcarbonyl) amino] -p- (3- 
ethojty-4-raethoxyphenyl)-l,3-dihydco-N,N-diraethyl-l-oxo-, (pR) - (9CI) 
(CA INDEX NAME) 



Me2N-CH2-J-NH 
O 



340019-75-2 CAPLUS 

2H-Isoindole-2-propanamide, 4- [ ( (dimethylanino) acetyl] amino] -p- (3- 
ethoxy-4 -methoxyphenyl) -1, 3-dihydro-M,N-dimethyl-l , 3-dioxo- , 
monohydrochloride, (pR) - <9CI) (CA INDEX HAME) 



Absolute stereochemistry. 



Absolute stereochemistry. 
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RN 340019-76-3 CAPLUS 

CN 2H-Isoindole-2-propanaEU.de, (3-ethoicy-4-taethoxyphenyl) -1. 3-dihydro- 
N,N-diBethyl-l,3-dioxo-4-(lH-pyrrol-l-yl)- (9CI) (CA INDEX NAME) 



I 0 ?^2-C NMe2 



RN 635705-68-9 CAPLUS 

CN 2H-Isoindole-2-propanaBiide, 7- [ t (dimethylaraino) acetyl] aaino) -p~ (3- 
ethoxy-4-«ethojiyphenyl) -1, 3-dihydro-N,N-diisethyl-l-oxo-, (pR) - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




IT 340019-74-1 340020-O4-4 635705-7B-1 

RL: RCT (Reactant) > RACT (Reactant or reagent) 

(preparation of isoindolinediones as angiogenesis inhibitors) 
RN 340019-74-1 CAPLUS 

CN 2H-Isoindole-2-propananidet 7-((chloroacetyl) amino] -p-(3-ethoxy-4- 
aethoxyphenyl)-l,3-dihydro-N,N-dia4tliyl-l-oxo-, (pR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry^ 




C1CH2 NH 



RN 340020-04-4 CAPLUS 

CN 2H-l90indole-2-propana)Bide, 7-amino-P-(3-ethoxy-4-fflethoxyphenyl) -1,3- 
dihydro-N,N-dlpethyl-l-oso-. (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 635705-78-1 CAPLUS 

CN 2R-l90indole-2-propanamide, 4-( (chloroacetyl) amino] (3■>etholfy-4- 
methOlfyphenyl) -1, 3-dihydro-N,N-dimethyl-l, 3-dio>to-, (PR)- {9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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34001»-»3-4P 3400I9-94-SP 34001»-»5-6» 

RL: RCT (Reactant) ; SPN (Synthetic preparation) t PREP (Preparation) i RACT 
(Reactant or reagent) 

(preparation of isoindolinediones as angiogenesis inhibitors) 
340019-93-4 CAPLUS 

2H-l90indole-2-propanaraide, 4 - [ (chloroacetyl) amino] -p- (3-ethoxy-4- 
netho]qrphenyl)-l,3-dihydro-N,N-dimethyl-l,3-dioxo- (9CI) (CA INDEX NAME) 



CH2-C WMe2 




RN 340019-94-5 CAPLUS 

CN 2H-Isoindole-2-propanamide, 4- ( [ (dimethylamlno) acetyl] amino] -p- (3- 
ethoiiy-4-methoiiyphenyl) -l,3-dihydro-N,N-dimethyl-l,3-dio]io- (9CI) 
INDEX NAME) 
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ethoKy-4-Bethosyphenyl) -1, 3-dlhydro-N,N-dimethyl-l, 3-dioso-, (PR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 65 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




RN 340019-95-6 CAPLUS 

CN 2H-Isoindole-2-propanamide, 4-(( (dimethy iami no) acetyl] amino] -p-( 3- 
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Synthesis and antituoor activity of enantioaerically 
pure (l,2-diaaino-l-(4-fluorophenyl) propane] dichloropl 
atinua(II) coopleses 

Oufrasne, Francois; Gelbcke, Michael; Scbnurr, Beate; 
Gust, Ronald 

Laboratoire de Chinie Pharmaceutique Organique. 
Xnstitut de Phansacie, Universite Libre de Bruxelles* 
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33S(S), 229-239 

OODEN: ARPHASf ISSN: 036S-6233 
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Journal 
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CASREACT 138:247919 
Enantioaerically pure l,2-diaaino-l-(4-fluorophenyl)propanes were 
synthesized by stereospecific and stereoselective procedures by use of the 
(1R,2S)- and (IS, 2R) ~2-amino-l- (4-f luorophenyl) propanols as interswdiates. 
The enantiooeric purity was determined by IH NMR spectroscopy after 
conversion 

of the propanolaraines and the diamines vith (IR) -nyrtenal into oujno- and 
diimines. For the coordination to platinua the diamines were reacted with 
K2PtC14. The resulting dichloroplatinura(II) conplexes 4F-Ph/He-PtC12 were 
tested for antiproliferative activity on the HCF-7 breast cancer cell 
Une. (SS)- and (RR) >4F>Ph/Me-PtC12 produced the strongest inhibitory 
effect. Both conplexes shoved cytocidal effects, (S5) -4F-Ph/Me-PtC12 even 
in a concentration of 1 mH. The (1S,2R)- and (1R,2S)- configurated 

were far less active (SS > RR > RS - SR) and comparable in this respect 
vith the standard cisplatin. 
IT 502050-18-2? 

RL: RCT (Reactant)f SPN (Synthetic preparation)! PREP (Preparation)* RACT 
(Reactant or reagent) 

(synthesis and antitumor activity of enantiomerically pure 
(diamino ( fluorophenyl) propane] dichloroplatinun (I I ) conplexes) 
RN 502850-18-2 CAPLUS 

CN Acetaaide. N- ( (IR. 2S) -2- (1, 3-dihydro-l, 3-dioxo-2H-isoindol-2-yl) -2- (4- 
£luorophenyl)-l-niethylethyl]- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me ^NHAc 
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AB Title conpds. (I> Y - CO, CH2, 502, CH2C0; X - H, alkyl; R1-R4 - H, halo, 
CF3, Ac, allcyl, alkoxy, N02, cyano, OH, CMe3, etc.; adjacent R1-R4 - atoms 
to forni vith the Ph ring a naphthylidene, quinoline, quinoxali.ne, 
benzintidazole, benzodioxole, or 2-hydroxybenzimidazole ring; R5, R6 > H, 
alkyl, allcoxy, cyano, benzocycloalkoity, cycloaikoxy, etc.), were prepared 
for treatment of inClaamation, autoimmune disease, and cancer (no data) . 
Thus, 3- (3-cyclopentyloiiy-4-methoxyphenyl) -3- (S-methyl-1, 3-dioxoisoindolin- 
2-yl) propanoic acid,- carbonyldiiraidazole, and formic hydrazide were 
stirred in EtOAc to give crude N-carbonylaraino-3- (3-cyclopentylo^fy-4- 
oethoxyphenyl) -3-(5-Dethyl-l,3-dioxoi90indolin-2-yl)prc^anaraide, which was 
treated with POC13 in MeCN to give 32% 2-tl-(3-cyclt^ntyloxy-4- 
methoxyphenyl) -2- (1, 3, 4-Qxadiazol-2-yl) ethyl] -5-netbylisoindoline-l, 3- 
dione. Drug formulations containing the latter are given. 

IT 347192-01-2P 347i»2-05-«P 347192-06- 7P 
3471»2-07-eP 347192-08-9P 347192-O9-0P 
34TL»2*10-3P 347192-11-4P 347192-12-5P 

RL: RCT (Reactant) t SPN (Synthetic preparation)! PREP (Preparation)* RACT 
(Reactant or reagent) 

(preparation of oxadiazolylethylisoindolinediones as phosphodiesterase 4 

inhibitors which decrease tumor necrosis factor-o levels) 
RN 347192-01-2 CAPLUS 

CN 2H-Isoindole-2-propanoic acid, p- (3-ethoxy-4-methoxyphenyl) -1, 3- 
dihydro-l,3-dioxo-, 2-fornylhydrazide (9CI) (CA INDEX NAME) 



O 




OEt 



O 




Me OEt 



RN 347192-06-7 CAPLUS 

CN 2H-Isoindole-2-propaaoic acid, ^(3-ethoxy-4-Bethoxyphenyl)-l,3- 

dihydro-5-methyl-l,3-CU.oxo-, 2-forinylhydrazide (9CX) (CA INDEX NAME) 



0 




OEt 



RN 347192-07-8 CAPLUS 

CN 2H- 1 soindole- 2 -propanoic acid, ^(3-{cyclopentyloxy)-4-Rethoiiyphenyl] - 

l,3-dihydro-5-methyl-l,3-dioxo-, 2-formylhydrazlde (9CI) (CA INDEX NAME) 



CH2- C- NH- NH- CHO 




RN 347192-08-9 CAPLUS 

CN 2H-Isoindole-2-propanoic acid, p-l3-(cyclopentyloxy)-4-Bethoxyphenyl]- 

l,3-dihydro-4-methyl-1.3-dioxo-, 2-foniiylhydrazide (9CI) (CA INDEX NAME) 



RK 347192-0S-6 CAPLUS 

CN 2H-l90indoie-2-propanoic acid, p- (3-ethoxy-4-Bethoxyphenyl) -1, 3- 

dihydro-4-Bethyl-l,3-dioxo-, 2-forBylhydrazide (9CI) (CA INDEX NAME) 
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at 347192-09-0 CAPLUS 

CN 2H-Isoindole-2-propanoic acid, (3-ethOJty-4-oethojryphenyl) -1, 3- 
dihydro-l-ORO-, 2-fonnylhydrazid« (9CI) (CA INDEX NAME) 




RN 347192-10-3 CAPLUS 

CN 2H- 1 soindole- 2 -propanoic acid, ^- (3-ethoxy-4-mthO)(yphenyl) -1, 3- 
dihydro-l-oso-, 2-acttylhydrazide (9CI) (CA INDEX NAME) 



0 




OEt 



RN 347192-11-4 CAPUJS 

CN 8H-Pyrcolo{3,4-hlquinoUne-8-propanoic acid, p-(3-ethoxy-4- 

iBethoxyphenyl)^7,9-dihydco-7,9-dioxo-, 2-foriiiylhydrazide (9CI) (CA INDEX 
NAME) 



o 




OEt 



RN 347192-12-5 CAPLUS 

CN 2H-Benz[e] isoindole-2-prapanoic acid, P- (3-«thoxy-4-oftthaxyphenyl) - 
l,3-dibydro-1.3-diaico-, 2>forBylhydcazid« (9CI) (CA INDEX NAME) 



O 




OEt 
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2001:472490 CAPLUS 
135:76791 

Preparation of l,3-dioxoisoindolin-2-yl-N- ■ 
acyloxypropanamides as phosphodiesterase 4 inhibitors 
which reduce undesirable levels of tumor necrosis 
factor-tt. 

Man, Hon-Wahi MuUer, George; Ibiang, Shaei Y. 

Celgene Corporation, USA 

PCT Int. hppl.. 61 pp, 

CODEN: PIXX02 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WD 


200104S702 




Al 




20010628 


WO 


2000-US34455 




20001219 




W: AE, 


AG, 
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AU, AZ, 


BA, BB 


, BG, BR, 
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CA, CH, CN, 
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CU, 
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MW, MX 
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PT, RO, RU, 




SO, 


SE, 
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~SI, 
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5L, TJ, 


TM, TR 


, TT, TZ, 


UA, 


UG, 


US, U2, VN, 




YU, 
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AZ, 


BY, lOJ, 
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, RU, TJ, 


TM 








RW: GH, 
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KE. 


LS, 
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SL, S2 


, TZ, UG, 
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DX, 


ES, 


FI, 
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CM, 
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GV, ML 


., MR, NE, 
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TO, 


TG 


US 
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31 




20040302 


US 


1999-468529 




19991221 


CA 


2394604 






AA 




20010628 


CA 


2000-2394604 




20001219 


EP 


1246620 






Al 




20021009 


EP 


2000-986151 




20001219 
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BE, 


CH, 


DE, 


□K, 
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GB, GB 


, IT, LI, 
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NL, 


SB, MC, PT. 
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LT, 
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CY, AL 


., TR 








JP 


2003518060 




T2 




20030603 


JP 


2001-546641 




20001219 


NZ 
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A 
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NZ 


2000-519638 




20001219 


NO 


2002002936 




A 
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NO 
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FI 


2002001193 




A 




20020731 


FI 
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Al 
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PRIORITY APPLN. 


INFO. : 








US 


1999-468529 




A 19991221 
















WO 2000-US34455 




W 20001219 



OTHER SOURCE (S) : 



HARPAT 135:76791 




SI A 



Title eonpds. {It R4 • H. C0R12f Rl, Rt2 - allcyl, Ph, PhCH2, pyridyl, 
pyridylnethyl, Imldazolyl, imidazolylBethyl, etc.f X - CO, CH2, CH200, 
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S02/ R6, R7 - N02, cyano, CF3, Et02C, Ac, AcO, C02H, CH, amino, etc. t 

R8-R11 - H, N02, cyano, CF3, Et02C, Me02C, Ac, carbamoyl, AcO, C02H, 

amino, acylamino, etc.; or R8R9, RlORll - benzo, quinolino, quinoxalino, 

etc.; R9R10 - benzo) , vere prepd. as drugs (no data). Thus, 

3- (1, 3-dioxox3oindolin-2-yl) -3- (3-ethoxy-4-methoxyphenyX) propanehydroxanic 

acid was stirred with propionic anhydride in MeCN overnight to give 

[3- (1, 3-dioMoisoindolin-2-yl) -3- (3-ethoxy-4-nethoxyphenyl) propanoylaaino] p 

ropanoate. Drug fomulations contg. the latter vere given. 

347144-4 1-6P 347144-42-7P 347144-43-aP 

347144-44-»» 347144-45>0P 347144-4«-lP 

347144-S9-6P 347144-60-9P 347144-61-OP 

RL; BAC (Biological activity or effector, except adverse) t BSU (Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of l,3-dioxoisoindolin-2-yl-N-acyloxypropanamide3 as 
phosphodiesterase 4 inhibitors which reduce undesirable levels of tunor 
necrosis factor-«) 

347144-41-6 CAPLUS 

2H-l90indole-2-propanaraide, N-acetyl-N- (acetyloxy) -p- (^-ethoKy-4- 
Bethoxyphenyl) -1, 3-dihydro-5-iaethyl-l, 3-dioxo- (9CI) (CA INDBC NAME) 




RN 347144-42-7 CAPLUS 

CN 2H'>l3oindole-2-propanaBida, N-acetyl-N- (acetyloxy) -p-(3-ethoxy-<- 
nethoxyphenyl)-l,3-dihydro*5-niethyl-l,3-dioxo-, (^)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




347144-43-8 CAPLUS 

2H-l90indole-2-propanaaide, H-acetyl-N- (acetyloxy) -p- (3-ethoxy-4- 
iBethoxyphenyl)-l,3-dihydro-5-methyl-l,3-dioxo-, (PS)- (9CI) (CA 
INDEX NAME) 
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Absolute stereocheoistry. 




OEt 



RH 347144-44-9 CAPLUS 

CM 2R>l90ii)dole-2-propanaaide. N-aceCyl-N-(acetyloxy) -p-[^- 
(cyclapcntyloxy)-4-Betho)|yphenyl]-1.3~dihyd^o-4-taethyl-l,3-dlo)lo- (9CI) 
<CA INDEX NAME) 



O OAc 
II I 



CH2-C-N-AC 




RN 347144-45-0 CAPLUS 

CN 2H-l3oindole-2-propananiide, N-acetyl-N-(acetylOKy)-p-(3- 

(cyclopentyloxy) -4-Dethoxyphenyl] -l,3-dihydro-4-iMthyl-l,3-dlaKO-, 
(PR)- (9CI) (CA INDEX NAME) 

Absolute stereocheoiatry. 




Me 



M 347144-46-1 CAPLUS 

CN 2B-IsolRdole-2-propanamide, N-acetyl-N- (acetyloxy) -p- [ 3- 



L8 ANSVER 7 OP 22 CAPLUS OOPyRIGRT 200S ACS on STH (Continued) 
(cyclopentyloxy) -4-Bethoxyphenyl] -1, 3-dihydro-4-methyl-l, 3-dioxo-, 
(PS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




He 



RN 347144-59-6 CAPLUS 

CM 2H-IsoiRdole-2-propananide, N-acetyl-4- (acetylamino) -N- (acetyloxy) -p- 
13- (cyclopentyloiiy)-4-Bethoxyphenyl]-l,3-dihydro-l, 3-dioxo- (9CI) (CA 
INDEX NAME) 



0 OAc 
II I 
CH2-C-M-AC 

NHAc 



RN 347144-60-9 CAPLUS 

CN 2H-IsoindQie-2-propanamide, N-acetyl-4- (aceCylamino) -N- (acetyloxy) -p- 
{3- (cyclopentyloxy) -4-methoicyphenyl] -1, 3-dihydro- I, 3-dioxo-, (pR)- 
(9CI) (CA INDEK NAME) 

Absolute stereochemistry. 




NHAc 



L8 ANSVER 7 OF 22 CAPLUS OOPYRKHIT 200S ACS on STN (Continued) 
RN 347144-61-0 CAPLUS 

CN 2H-Isoindole-2-propanamide, N-acetyl-4- (acetylaiiiino) -N- (acetyloxy) -p- 
(3- (cyclt^ntyloxy) -4 -oethoxyphenyl) -1, 3-dihydro-l, 3-dioxo-, (PS) - 
(9CI} (CA INDEX NAME) 

Absolute stereochemistry. 




NHAc 
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TITLE: Preparation of isoindoli nones for treatment of 

phosphodiesterase- and TNFa-nediated diseases 

INVENTOR(S) : Man, Hon-Vah; Muller, George 

PATENT ASSIGNEE(S): Celgene Coqporation, USA 

SOURCE: PCT Int. Appl., 94 pp. 

OOOEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: EngUsh 

FAMILY ACC. NUM. COUNT: 4 

PATENT INFORKATZOMt 



PATENT 
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KIND 


DATE 
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DATE 
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20001109 
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BE, CH, CY, 
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OK, 
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FI, 


FR, 


GB, GR, 
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PT, 


SE, TR, BF, 






BJ, 


CF, 
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CI, 


CM, 


GA, GN, 


GV. 


ML, HR, NE, 


SN, 


TO, 


TG 
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6667316 
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20031223 




US 2000-708199 




20001108 


CA 


2392081 






AA 




20010517 




CA 2000-2392081 




20001109 


EP 


1228071 






Al 




20020807 




EP 2000-977095 




20001109 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB 


GR, IT, LI, 
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NL, 
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IE, 
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LV, 


FI, 


RO, MK, 


CY, 


AL, TR 








NZ 
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A 




20031128 




NZ 2000-519459 
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T2 




20040108 




JP 2001-536553 




20001109 


NO 


2002002223 




A 




20020708 




NO 2002-2223 






20020508 


FI 


2002000892 




A 




20020510 




FI 2002-B92 






20020510 



PRIORITY AFPLN. INFO.: US 1999-165168P P 19991112 

US 2000-590344 A 20000608 

US 2000-70B199 A 20001108 

VO 2000-US30770 V 20001109 

OTHER SOURCE ( S ) : NARPAT 134 : 366799 

GI 




AB Title coopds. [I; R - (CnH2n)R3: R1,R2 - (cyclo) allcyl (oxy) , cyano, 

cycloalkylraethoxy; R3 - hydroxyalkyl, cyano, S02R6, C0R7; 1 of R4,R5 - H 
and the other - pyrrolyl, ii&idazolyl. (un) substituted amino (allcyl) , etc.; 
R4,R5 " (un) substituted anino{al)cyl) ; R4R5 - atoms to complete a einqt R6 
- allcyl, Ph, CH2Phi R7 - groups cited for R6, (un) substituted aminoi 1 of 
Z,Z1 - CO or 502 and the other - OtZ, CO, S02, CH2C0; n - 1-3] were prepared 
for treatisent of phosphodiesterase- and TNFa-mediated diseases (no 



LB AKStfBR 8 OF 22 CAPLUS COPyRIOBT 2005 MIS on STH (Continued) 
data). Thus, 3. 4-dinitrcq)hthalic acid vas cyclocoRd«na*d with 
R2NCH(ai2S02He)C6H3(0Et) (CHtt)-3,4 and th« product reduead to giva I <R - 
ca2502Me, Rl - QHe, R2 - OBt. R4 - RS - NH2, Z - Zl - GO) . 

IT 3400l9-71-ep 340019-72-9P 3400U>73-0V 
340019-74-lp 340019-75-2P 3400i9-7tf-3P 
340019-9S-6P 

RL: BAC (Biological activity or effector, e«cept adverse); BSU (Biological 
study, unclassified); 5PN (Synthetic preparation); THU (Ther^utic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of isoindolinones for treataent of phosphodiesterase- and 
TNFa-mediated diseases) 
RN 340019-71-8 CAPLUS 

CN 2H-Isoindole-2-propananide, 7-(acetylanino)>^ (3-ethoxy-4- 

BethoKyphenyl)-l,3-dihydro-N,N-diBethyl-l*oxo-, (pR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochenistry. 



LB ANSWER 8 OP 22 CAPLUS COPYRIGHT 200S ACS on STN (Continued) 



CH2-C NMe2 




A. 



Me2N-CH2-jj— NH 
0 



340019-74-1 CAPLUS 

2B-IsoiRdole-2-propanamide, 7-{ (chloroacetyl) amino] -P-(3-ethoxy-4- 
iaethosyphenyl)-l,3-dihydro-N,N-diiaethyl-l-o]io-, (pR)- (9CI) (CA 
INDEX NM1E) 




Absolute stereochenistcy. 



RN 340019-72-9 CAPLUS 

CN 2H-Isoindole-2-propanaaide, 7- [ (cyclc^ropylcarbonyl) amino] -p- (3- 

ethoiiy-4-Bsthoicyphenyl}-l,3-dihydro-N,N-dinethyl-l-oxo-, (P«»- (9CI) 
(CA INDEX NAHE) 

Absolute stereocbesdstry. 





RN 340019-75-2 CAPLUS 

CN 2H-l3oindole-2-propanamide, 4- [[ (difflethylandno) acetyl] amino] (3- 
etho3cy-4-methoxyphenyl) -1, 3-dihydro-N,N-difflethyl-l, 3-dioxo-, 
monohydrochloride, (PR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 340019-73-0 CAPLUS 

CN 2H-Isoindole-2-propanamide, 4- [ [ (diraethylamino)acetyl)aRd.no]-p- (3- 
ethoxy-4-iaethoKyphenyl) -1, 3-dihydro-N, N-dimethyl-l, 3-diOJCO-, 
monohydrochloride (9CI) (CA INDEX NAKE) 
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RN 340019-76-3 CAPLUS 

CN 2H-Isoindole-2-propanamide, p-(3-ethoiiy-4-fflethoxyphenyl) -l,3-dihydr( 
N,N-dinethyl-l,3-dioxo-4-(lH-pyrrol-l-yl)- (9CI) (CA INDEX NAME) 



N O l» 
I M CH2-C NMez 



L8 
IT 



ANSVER 8 OF 22 CAPLUS COPYRIGHT 2005 ACS on STN 



(Continued) 



340020-04-4 

RL: RCT (Reactant) t RACT (Reactant or reagent) 

(preparation of isoindolinones for treatnent of phosphodiesterase- and 

TNFa-nedlated diseases) 
RN 340020-04-4 CAPLUS 

CN 2H-Isoindole-2-propanaiBide, 7-anino-p-(3-ethoKy-4-methoxyphenyl) -l,3- 
dihydro-N,N-diBethyl-l-OKO-, (PR)- (9CZ) (CA INDEX NAME) 

Absolute steceocheaistey. 




3400I9-93-4P 340019-94-5P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of isoindolinones for tceatnwnt of phosphodiesterase- and 

TNFa-mediated diseases) 
340019-93-4 CAPLUS 

2H-Isoindole-2-prapanamide, 4- [ (chloroacetyl) amino] -p- (3-ethoxy'-4- 
nethoxyphenyl)-l,3-dihydro-N.N-dimethyl-l,3-dioxo~ (9CI) (CA INDEX NAME) 



RN 340019-95-6 CAPLUS 

CN 2H-Isoindole-2-propananide, 4-{ ( (dimethylamino) acetyl] amino] -p- (3- 
ethoiiy-4 -oethoiryphenyl) - 1 , 3-dihyd ro-N, N-dime thyl- 1 , 3-dioito- , (PR) - 

(9CI) (CA INDEX NAME) 

Absolute Stereochemistry. 



-||— NH OEt 




C1CH2-C— NH 



340019-94-5 CAPLUS 

2H-l8oindole-2-pcopanamide. 4- ( ( (dimethylamino) acetyl] amino] -P- (3- 
ethO)cy-4-Bethoxyphenyl) -l,3-dihydro-N,N-dimethyl-l,3-diaxo- (9CI) 
INDEX NAME) 
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CH2-C NMe2 
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2001:255928 CAPLUS 
134:280706 

Preparation of isoindolylhydroxypropionaaides for 
reduce! on of tuoor necrosis factor-a levels. 
Muller, George V.; Man, Hon-Vah 
Celgene Corporacion, USA 

U.S., 17 pp.. Cone. -in-part of U.S. Ser. No. 903,975, 

abandoned. 

CODEN: U5XXAM 

Patent 

English 
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B2 


19970731 








us 


1998-126157 


A3 


19980730 








US 


2000-590344 


A3 


20000608 








US 


2001-780725 


Al 


20010209 



OTHER SOURCE (S) : 
GI 



HARPAT 134:280706 




AB Title ccwapds. e.g., (Ij R4, R41 - H, alkyl; R5 - CO, CH2» R6, R7 - N02, 

cyano, CF3, Et02C, Me02C. Ac, AcO, C02H, OH, allcyl, etc. 7 R8-R11 - H, N02, 
cyano, CF3, Et02C, Me02C, Ac, AcO, C02H, OH, amino, acylamino, alfcryl, 
etc.), were prepared for reduction of TNF-a levels (no data). Thus, 
3- (3-ethoxy-4-iBethoiiyphenyl) -3- (l-oxoisoindolinyl) propanoic acid and 
carbonyldiinidazole were stirred 2 h in THF» NH20H.BC1 was added and the 
resulting suspension was stirred 18 h to give 82% 3- (3-etholfy-4- 
raethoxypheny^) -N-hydroify-3- (l-oxoisoindolinyl)propionand.de. I drug 
formulations are given. 

IT 220360-6e-9P 

RL: BAG (Biological activity or effector, except adverse): BSU (Biological 
study, unclassified) I SPN (Synthetic preparation)! THU (Therapeutic use) i 
BIOL (Biological study) t PREP (Preparation) > USES (Uses) 

(preparation of isoindolylhydroxypropionanides for reduction of tuaor 

necrosis 
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2H-Isoindole-2-propanamide, p- (3-ethoxy-4-nethoxyphenyl) -1, 3-dihydro- 
N-hydroiry-N-Bethyl-l-oxo- (9CI) (CA INDEX NAME) 



O OH 
II I 
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2000:303576 CAPLUS 
133:74174 

Synthesis of tetrahydro-p-carbolines and studies 

of the Pictet-Spengler reaction 

Ducrot, Pierre; Rabhi, Cherifi Thai, Claude 

Institut de Chimie des Substances Naturelles, CNR! 

Gif-sur-YVetta. 91198, Fr. 

Tetrahedron (2000), 56(17), 2683-2692 

COOEN: TETRAB; ISSN: 0040-4020 

Elsevier Science Ltd- 

Journal 

English 

CASREACT 133:74174 



THERE ARE 31 CITED REFERBICES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN TBS RE FORMAT 




OORI 



AB Tetcahydro-p-carbolines I (R - a-, ^-H; Rl - 0CMe3, R2 - 

Cbz, Boc, C02Me, Troc, R3 - H» Rl - 0CMe3, R2R3H - pyrrole; Rl - NEt2, 
R2R3N •> phthalifflido) have been prepared in a diastereonerically pure form by 
a short, efficient synthetic sequence consisting of reaction of 
a-aninoaldehydes with tcyptanlne. A study was made of the major 
factors affecting the stereoselectivity of the Pictet-Spengler reaction. 

IT 279675-26-2P 

RL: SPN (Synthetic preparation): PREP (Preparation) 

(synthesis of tetrahydco-P-carbolines via the Pictet-Spengler 
reaction) 

RN 279675-26-2 CAPLUS 

CN lH-Pyrido(3,4-b]indole-l-butanafflide, y- (1, 3-dihydro-l, 3-dioxo-2H- 
isoindol-2-yl) -N,N-diethyl-2, 3, 4, 9-tetrahydro-, (yS,lS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1999:113548 CAPLUS 
130:168235 

Sub5Cituted alkanohydrosamic acids and sMthod of 

reducing TNFo levels 

Muller, George V.t Man, Hon-Vah 

Celgene Corporation. USA 

PCT Int. Appl., 47 pp. 

COOEN: PIXX02 

Patent 

SngUsh 



PATENT NO. 




KlUO 


DATE 


APPLICATION NO. 




DATE 


VO 


9906041 




Al 




19990211 


VO 199a-US15868 




19980730 




V: AL, AH, 


AT, 


AU. 


AZ, 


, BA, BB, 


BG. BR, BY, CA, CH, 


CN, 


CU, CZ, DE, 




DK, EE, 


ES, 


FI. 


GB, 


, GE, GH, 


01, HR, HU, ID. IL, 


IS, 


JP, KB, KG, 




KP, KR, 


KZ, 


LC. 


LX, 


, LR, LS, 


LT, LU, LV, MD, MG, 


MX, 


MN, MW, MX, 
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PL, 


PT. 


RO, 


, RU, SO, 


SE, SG, SI. SK, SL, 


TJ. 


TM, TR, TT, 




UA, UG. 


US, 


UZ. 


VN, 


, YU, ZW, 


AM, AZ, BY. KG, RZ, 


MD. 


RU, TJ, TM 




RW: GH. GH. 


KE, 


LS. 


MW, 


, SO, SZ, 


UG, Ztf, AT, BE, CH, 


CY, 


DE, DK, ES, 




Fl, FR, 


GB, 


GR. 


IB, 


, IT, LU, 


MC, NL, PT, SE, BF, 


BJ, 


CF, CG, CI, 




CM, GA, 


GN, 


GW. 


ML, 


, MR, NE, 


SN, TD, TG 






CA 


2295295 




AA 




19990211 


CA 1998-2295295 




19980730 


AU 


9S86741 




Al 




19990222 


AU 1998-86741 




19980730 


AU 


737008 




B2 




20010809 








EP 


1035848 




Al 




20000920 


EP 1998-938151 




19980730 


EP 


1035848 




Bl 




20030423 










R: AT. BE, 


CH. 


DE, 


DX, 


, ES, FR, 


GB, GR, IT. LI, LU. 


NL, 


SE, MC, PT. 




IE, FI 
















TR 


200000221 




T2 




20000921 


TR 2000-200000221 


19980730 


BR 


9815895 




A 




20010116 


BR 1998-15895 




19980730 


JP 


2001511448 




T2 




20010814 


JP 2000-504855 




19980730 


m 


502379 




A 




20021025 


NZ 1998-502379 




19980730 


RU 


2199530 




C2 




20030227 


RU 2000-102639 




19980730 


AT 


238052 








20030515 


AT 1998-938151 




19980730 


PT 


1035848 




T 




20030930 


PT 1998-938151 




19980730 


ES 


2196592 




T3 




20031216 


ES 1998-938151 




19980730 


NO 


9906529 




A 




20000328 


NO 1999-6529 




19991228 


ri 


2000000061 




A 




20000302 


FI 2000-61 




20000112 


MX 


200001018 




A 




20001110 


KX 2000-1018 




20000128 



PRIORITY APPLN. INFO.: US 1997-903975 A 19970731 

VO 1998-US15868 V 19980730 

OTHER SOURCE(S): MARPAT 130:168235 

AB loxoisoindolinylpropionaraides and phthalinidopropionaiudeinidos vere prepared 
and reduce the levels of TNFa and inhibit phosphodiesterase in a 
Bammal. A typical enbodinent is 3- (3-cyclopentyloxy-4-iaetho)typhenyl) -N- 
hydroxy-3-phthaliioidopropionaraide which was prepared by the reaction of 
3-aiiiino- (3- (3-cyclopentylojcy-4 -methoKyphenyl) ) propionic acid and 
NH2aH.HCl. 

IT 220360-M-9P 

RL: BAC <Biolo9ical activity or effector, except adv«rse)f BSU (Biological 
study, unclassified); SPN (Synthetic preparation) » THU (Therapeutic use)« 
BIOL (Biological study); PREP (Preparation)! USES (Uses) 

(preparation and reduction of TNFa levels and inhibition of 
phosphodiesterase) 
RN 220360-68-9 CAPLUS 

CN 2H-Isoindole-2-propanaBiide, (3-etho>y-4-Bethoiiyphenyl) -1,3-dihydro- 
N-hydroxy-N-nethyl-l-oxo- [9CZ) (CA INDEX HAKE) 
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1998:1310 CAPLUS 
128:75298 
Cyclic amides 
Muller, George V. 
Celgene Corp., USA 
U.S., 25 pp., Cont.-in-part of U.S. 
COOEM: USXXAM 
Patent 
English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



US 5698579 
US 5463063 
US 5605914 
EP 1004580 
EP 1004580 

R: AT, BE, 
EP 1004581 
EP 1004581 
EP 1004581 



EP 1004572 
EP 1004572 



EP 1477486 
EP 1477486 



US 5877200 
US 6075041 
US 6200987 
US 2003144325 
PRIORITY APPLN. INFO.: 



A 19971216 
A 19951031 
A 19970225 
A2 20000531 
A3 20021002 
CH, DE, OX, ES. FR, GB, 
A2 20000531 
A3 20020814 
Bl 20040922 
AT, BE, CH, DE, DK, ES, FR, GB, 
A2 20000531 
A3 20021002 
CH, DE, DK, ES, FR, GB, 
A2 20041117 
A3 20041215 
DE, DK, £5, FR, GB, 
A 19990302 
A 20000613 
Bl 20010313 
Al 20030731 



US 1996-703708 
US 1993-140237 
US 1994-258587 
EP 2000-200491 

GR, IT, LI. LU, 
EP 2000-200492 



GR, IT, LI, LU 
EP 2000-200498 



DATE 

19960827 
19931020 
19940610 
19940701 

NL, SE, MC, PT, 
19940701 



R: AT, BE, CH, 



OTHER SOURCE (S>: 



MARPAT 128:75298 



GR, IT, 
US 1997- 
US 1998- 
US 2000- 
US 2003- 
US 1993- 
US 1993- 
US 1994- 
EP 1994- 
BP 2000- 
US 1996- 
US 1997- 
US 1999- 
US 1999- 
US 2000- 
US 2001- 



920715 

158612 

547085 

337602 

87510 

140237 

258587 

921439 

200492 

703708 

920715 

158612 

230389 

543809 

781179 



NL, SE, MC, PT, IE 
19940701 

NL, SE, MC, PT, IE 
19970829 
19980922 
20000411 
20030106 
B2 19930702 
A2 19931020 
A2 19940610 
A3 19940701 
A3 19940701 
A3 19960827 
A3 19970829 
A3 19980922 
A3 19990507 
Al 20000406 
Al 20010212 




CMe I 



LB AHStfER 12 OF 22 CKPLUS COPYRIGHT 2005 ACS on STN (Continued) 



LB ANSVER 12 OF 22 OPUIS OOPYRIGHT 2005 ACS on STN (Continued) 



AB Cyclic aaides such as I are prepared Thus. I vas prepared in 2 steps 

starting 

from 3-astino- 3- (3-ethoxy-4-methoicyphenyl) propionic acid and 
phthalaldehyde. 
IT l«7B8'»-05-0P 167e87-05>lP 167a87H}7-2P 
167e87-26>5P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(cyclic amides as potential tumor necrosis factor inhibitors) 
RN 167887-05-0 CAPLUS 

CN ZH-Isoindola-2-propanaad.de, p-(3.4-diaethaxyphenyl)-1.3-dihydco-lr3- 
dio«o-N-pentyl- (9CI) (CA INDEX NAHS) 




at- CH2- C- NH- CH2- 



0 

II 

CH2-C-NH- (CH2)4-He 



RN 167887-06-1 CAPLUS 

CN 2H-Isoindole-2-pr<9anamide, fl-(3, 4-diiDetho«yphenyl) -1. 3-dihydro-l,3- 
dioso-N- (phenylJMthyl) - (9CI) (CA INDEX NAME) 



O 




OHe 



RN 167887-07-2 CAPLUS 

CN ZH-Isoindole-2-propanamlde, ^ (3, 4-dlmethoxyphenyl) -N-ethyl-l, 3- 
dihydro-l,3-diaxo- (dCZ) (CA INDEX NAME) 



0 




cne 



RN 167887-2&-5 CAPLUS 

CN ZH-l90indole-2-propanamide, ^(3,4-diiiietha«yphenyl)-l,3-dihydro-l,3- 
dioxo-N-(3-pyridinyljnethyl)- {9CI) (CA INDEX NAME) 



L8 ANSWER 13 OF 22 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



CAPLUS COPYRIGHT 2005 ACS on STN 
1997:679452 CAPLUS 
127:365319 

The stereoselectivity of antitumor active 

[1, 2-diamino-l-phenylpropane] dichloroplatinum (II) 

complexes 

Gust, Ronald; Gelbcke, Michael; Angerraaier, Bernhard; 
Bachnann, Helnutf Krausec, Rudolf; Schoenenberger, 
Heljout 

Institut fuer Pharnazie der FU Berlin, 14195, BerUn 
(Dahlen), Germany 

Inorganica Chinica Acta (1997), 264(1-2), 145-160 

COOEN: ICHAA3I ISSN: 0020-1693 

Elsevier 

Journal 
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RN 198221-72-6 CAPLUS 

CN Acetamide, N-(2- (1, 3-dihydro-l, 3-diojco-2H-isoindol-2-yl) -l-methyl-2- 
phenylethylj-, IS-(R*,S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 48 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATKWS AVAILABLE IN THE RE FORMAT 



AB The syntheses of enantiomeric thrso- and •rythro-l,2-diaBino-l- 

phenylpropanes (Ph/Me) and of racemic 1,2-diaminophenylethane (Ph/R) are 
described. These diamines and related N2-raethyl- and Nl,N2-diBethyl-l, 2- 
diamino-l-phenylpropanes were transformed into dichloroplatinum(II) 
complexes I [Rl - R2 - R3 - H (Ph/H-PtC12) ; Rl - Me, R2 - R3 - Me 
(Ph/Me-PtC12) > Rl - R3 - Me, R2 - H (Ph/Me-Me-PtC12) ; Rl - R2 - R3 - Me 
(Ph/Me-Dine-PtCI2)] . For the IH NNR spectroscopic determination of their 

optical 

purity the diamines (Ph/Me) vere converted trith (R)-ayrtenal into their 
diimines. In the test on the HCF-7 breast cancer cell line 
(R,R) -Ph/Ne-PtC12 produced the strongest effect of all nev complexes, 
comparable with that of the standard cisplatin and of other Pt cotqplexes. 

Its 

enantiomer (S, S) -Ph/Me- PtC12 possessed a distinctly weaker inhibitory 
potency while the erythro-configu rated counterparts were even less active 
[(R,R}>(S,S)>(S,R) - (R.S)]. All N2-aethylated and Nl,N2-dimethylated 
coiifilexes (Ph/Me-Me-PtC12, Ph/Me-Dine-PtC12) showed comparable activities 
equaling those of (R,S)- and (S, R) -Ph/He-PtC12. The mol. reasons for the 
differing potencies of the diastereoneric and enantioneric Ph/He-PtC12 
coii9>lexes are discussed in consideration of the complex conformation. 
IT 1»8221-71-5P 198221-72-6P 

RL: RCT (Reactant)t SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(for preparation of erythro 1, 2-diamino-l-phenylpropane ligand) 
RN 198221-71-5 CAPLUS 

CN Acetanide. H-[2- (l,3-dihydro-l,3-dioxo-2H-isoindol-2-yl) -l-methyl-2- 
phenylethyl]-. [R-(R*.S')1- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



MISVER 14 OF 22 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION HUKBER: 
D0CUKE3rr NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGHEEfS) : 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE] 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 



1997:169160 CAPLUS 
126: 1994 S4 

Preparation of cyclic iraides as inhibitors of tuoor 
necrosis factor a 
MuXler, George V. 
Celgene Corporation, USA 

U.S.. 22 pp.. Cont.-in-parC of U.S. S«r. No. 87,510, 



OOOEN: U5XXAH 

Pat«nt 

EngUsh 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



US 
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19970225 


us 
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19951031 
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A2 




20000531 
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A3 




20021002 




R: AT, 


BE, 


CH, 


DE, 


DK, 


, ES, FR. 


EP 


1004581 






A2 




20000531 


EP 


1004581 






A3 




20020814 


EP 


1004581 






Bl 




20040922 




R: AT, 


BE, 


CB, 


DE, 


DK, 
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EP 


1004 572 
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20000531 


EP 


1004572 






A3 




20021002 




R: AT, 
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DE, 


DK, 


, E5, FR, 


EP 


1477486 






A2 




20041117 


EP 


1477486 






A3 




20041215 




R: AT, 


BE, 


CH, 


DE, 


DK, 


, ES, FR, 


US 


5698579 






A 




19971216 


US 


5877200 






A 




19990302 


US 


6075041 






A 




20000613 


US 


6200987 
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200i0313 


us 


2003144325 
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20030731 
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A3 19970829 
A3 19980922 
A3 19990507 
Al 20000406 
Al 20010212 



LB ANSVER 14 OF 22 CAPLUS COPYRI^ 2005 ACS on STH (Continuad) 



NCB(CH2)rtCORl2 





I NCH(CH2)2C0NI12 



CycUc iraides, such as I [R5 - H, N02, CN, CF3, C02Et, C02Me, C02Pr. Ac, 
C0NH2, AcO, O02H, CXI, NH2, alkyl, alkoxy, halo: R7 - pyridyi, substituted 
Ph, (un) substituted benzyl, naphthyl, benzyloxy, inidazol'4-ylmethyl; R12 
- amino, OH. estert n - 0-3 ], are inhibitors of tumor necrosis factor 
o and can be used to combat cachexia, endotoxic shock, and 
retrovirus replication. Thus, I (R5 - H, R7 - 4-MeOC6H4, R12 - Na2, n - 
1) was prepared from 3- (4'MeOC6H4) CH(NH2) CH2C02H and N- 
{carboethoiiy)phthaLimide via amidation of the phthalinidqpropionic acid. 
Also, 2-<(2,6-dioxo-3-piperidinyl)-4-azai9oindoline-l,3-dione (II) vas 
prepared froa L-glutaaine and 2,3-pyridinedicarboxylic anhydride via 
intramol. cyclization of glutaramic acid III. 
167887-05-OP 167887-06-lP 1678B7-07-2P 
167887-26-5P 

RL: SPN (Synthetic preparation)! THU (Therapeutic use); BIOL (Biological 
study) f PREP (Preparation)* USES (Uses) 

(preparation of cyclic inides as inhibitors of tumor necrosis factor 

«) 

1678B7-05-0 CAPLUS 

2H-Isoindole-2-propanamide, fi- (3, 4-dinethoxyphenyl) -1, 3-dihydro-l, 3- 
diooo-N-pentyl- (9CI) (CA INDEX NAME) 



n CH2-C— NH- (CH2)4-Me 



RN 167887-06-1 CAPLUS 

Ot 2H-l9oindole-2-propaRanide, (3,4 -dimathoxyphenyD-l, 3-dihydro-l, 3- 
dioHo-N-(phenylBethyl)- (9CI) (CA INDEX NAME) 
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CH2- C- NH- CH2- Ph 



}j CH2— c- rat- c 



RN 167887-07-2 CAPLUS 

CN 2H-Isoindole-2-propanaBlde, ^(3, 4-dlmethoxyphenyl) -N-ethyl-1, 3- 
dihydro-l,3-dioxo- (9CI) (CA INDEX NAME) 
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1996:452533 CAPLUS 
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Structural Modifications of Thalidomide Produce 
Analogs with Enhanced Tumor Necroaia Factor Inhibitory 
Activity 

Muller, George tf . ; Corral, Laura G.t Shire, Mary G.i 
Vang, Huat Moreira, Andre; Kaplan, Gillat Stirling, 
David I. 

Celgene Corporation, Varren, NJ, 07059, USA 
Journal of Medicinal Chemistry (1996), 39(17), 
3238-3240 

CODEN: JMCMARj ISSN: 0022-2623 
American Chemical Society 
Journal 
English 




RN 167887-26-5 CAPLUS 

CN 2K-lsoindole-2-propanaBide, ^ (3, 4-dimethoxyphenyl) -1, 3-dihydro-l,3- 
dio*o-N- (3-pyridinylaethyl) - (9CI) (CA INDEX NAME) 




' CH- CH2- C- NH- CH2- 



Thalidomide (a-N-phthallDidoglutarimide) has been shown to have a 
wide range of varied biol. activities, including the ability to Inhibit 
tumor necrosis factor-a (TNF-a) production and its acconqpanying 
inflammatory manifestations. The central role of TNF-o as a 
pro-inflaamatory cytokine of the immune response suggests that the drug 
may have Important therapeutic utility in a variety of diseases including 
acute and chronic infections, auto-immune disorders, and malignancies. To 
prepare a family of drugs with increased anti-TNF-a activity, a series 
of analogs of thalidomide was designed, synthesized, and tested for their 
ability to inhibit TNF-a release by peripheral blood mononuclear 
cells in vitro. A series of N-phthaloyl p-amino-^aryl amides 
and esters was found to have increased activity in inhibiting TNF-a 
production The more potent analogs reported here, compds. (I, R > H. Rl ■ 
NH2) and (II. R - NH2. Rl - H) are 400-500 times more acUve than 
thalidomide in inhibiting TNF-a production 
187887-06-1 167887-07-2 180266-91-5 

RL: 6AC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(thalidomide analog preparation for coaqads. with enhanced TNF-a 
inhibitory activity) 
167887-06-1 CAPLUS 

2H-Isoindole-2-propanamide, P- (3, 4-difflethoxyphenyl) -1, 3-dihydro-l. 3- 
dioxo-N-(phenylfflethyl)- (9CI) (CA INDEX NAME) 
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CH2— C- NH- ai2— Ph 




RM 167BB7-07-2 CAPLUS 

CM 2R-l90indole-2-propanamde, p- (3, 4-dimthoxyphen/l) -W-ethyl-l, 3- 
dihydro-1.3-dioxo< (901) (OA INDEX HAKE) 



RN 180266-91-S CAPLUS 

CN 2H'-Isoindole-2-propanaaide, {3, 4-dimethoiiyphenyl) -1, 3>dihydro-N- 
BMthyl-l,3-dioxo- (9CI) (CA INDEX NAHE) 
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US 2001-781179 Al 20010212 

OTHER SOURCE(S): MARPAT 123:198617 

GI 




AB A variety of cyclic iraides and certain acyclic analogs and/or precursors 
are inhibitors of tumor necrosis factor a (no data) and can be used 
to cotnbat cachexia, endotoxic. shock, and retrovirus replication. One 
subgroup of the "compds . is 1 [HI - divalent residue of 3,4-pyridine, 
pyrrolidine, imidazole, naphthalene, thic^httne, or C2-6 alkane 
(un) substituted by (un) substituted Phi R2 • CO, S02t n - 1-3]. A typical 
embodiraent fron a different subgroup is He 3-phthallnido-3- (3,4- 
diraethoxyphenyl) propionate, i.e. II, vhich vas prepared frora 
3,4-(MeO)2C6H3CH(NU2)CH2C02H by conversion to the Me ester hydrochloride 
vith S0CI2 and HeOH (66%) and reaction of this with N- 

(carboethO]iy)phthaliiiilde in the presence of Na2C03 in aqueous NeCN (92%). A 
total of 93 synthetic esaaqples and 6 fornulations are given. 
IT 167887-05-0» 167887-a«-tP ltfT807-O7-2P 
1«7887-2S-S» 

RL: BAC (Biological activity or effector, except adverse) > BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) i 
BIOL (Biological study).- PREP (Preparation); USES (Uses) 

(preparation of cyclic inddes and analogs as TNF-a inhibitors) 
RN 167BB7-05-0 CAPLUS 

CN 2H-l9oindole-2-propanaiaide, ^ (3, 4-dimethoxyphenyl) -1, 3-dihydro-l. 3- 
dloxo-N-pentyl- (9CI) (CA INDEX NAME) 



O 




GMe 
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O 




OHe 



RN 167887-07-2 CAPLUS 

CN 2U-Iaoindola-2-propanamlde. p-(3,4-dlMtho«yphenyl)-N-ethyl-1.3- 
dlhydro-l.S-dloxo- (9CI) (CA INDEX NAME) 



O 




(»e 



RN 167887-26-5 CAPLUS 

CN 2H-l3oindole-2-propanamide, p- (3, 4-dimethoxyphenyl) -1, 3-dihydro-l, 3- 
dioxo-N-(3-pyridlnylnethyl)- (9CI) (CA INDEX NAHE) 




OHe 



RN 167887-06-1 CAPLUS 

CN 2H-Isoindole-2-propanafflide. ^{3,4-dlaethoxyphenyl)-l,3-dlhydro-1.3- 
dloxo-H-(phenylMthyl)- (9CI) (CA INDEX NAME) 
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AB Reaction of the N* -oethyl-N'-phenylhydrazldea of N-phthalyl-^aryl- 
P-anilines vith PCC13 initially gave indolinines (isolable at lover 
reaction tenqaerature) , which cyclized further to give I (R - H, MeO) . 

IT B3256-53-5P 832S6-54-6P 

RL: RCT <Reactant) » SPN (Synthetic preparation) f PREP (Preparation)) RACT 
(Reactant or reagent) 

(preparation and cyclization of) 
RN B3256-53-5 CAPLUS 

CN 2H- I soindole- 2 -propanoic acid, 1, 3-dihydro-l, 3-dioxo-p-phenyl-, 
2-aMthyl-2-phenylhydra£ide (9CI) (CA INDEX NAME) 




RH S3256-54-6 CAPLUS 

CN 2H-Isaindole-2-propanoic acid, 1, 3-dlhydro-p-(4-nethosyphBnyl) -1, 3- 
dioxo-, 2-methyl-2-phenylhydrazide (9CI) (CA INDBC NAME) 
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ACCESSION NUMBER; 1968:506661 CAPLUS 

DOCUMENT NUMBER: 69:106661 

TITLE: Condensation reaction of aminoallcyl esters with inides 

AUTHOR(S): Nakajima, Kazuo; Shinuchi, Takami; Tauchi, Miyako 

CORPORATE SOURCE; Teikoku Chen. Ind., Kyoto. Japan 

SOURCE: Nippon Kagaku Zasshi (1968), B9(4), 408-11 

CODEN; NPXZAZj ISSN: 0369-5387 
DOCUMENT TYPE: Journal 
LANGUAGE: Japanese 

AB H2Nai2CH2NHCH2CH20H (104 g.) treated with 337 g. Ac20 and heated with 147 
g. phthalimide (I) after removal of AcOH, 70 g. PhAc being added to keep 
the tenqjerature at 220-40' and AcOH being removed, gave after hydrolysis 
70 g. (H2NCH2CH2) 2HH, b. 207*. Similarly, PhNHCH2CH2NIK312CH2NH2. 
bll 183-5*, was obtained in 75% yield. The similar reaction was 
applied to polyfunctional conqads. The following new compds. were prepared 
(compound, m.p., b6 and I yield given): C6HllN(CH2CH20Ac) 2 (C6H11 - 
cyclohexyl), 161*, 97> PhN (CH2CH20Ac) 2, -, 196*, 94f 
C6H4 (CO) 2NCEI2CH2NMeCH2CH20Ac {C6H4 (CO) 2N - phthalimidoj , 206', 
60; C6H4 (CO)2NCH2CH2N(C6Hll)CH2CH20Ac, 56*, 246*, 58; 
C6H4 (CO) 2NCH2CHZNPhCH2CH20Ac, 105*, decompose, 61t 
MeN[CB2CH2N(CO)2C6H4]2, 126*, 290*, 85; 
C6H11N(CS2CH2N(C0)2C6H412, 125*, 304*, 87; 
PhNtCH2CH2N(CO)2C6H4I2. 213*, decompose, 85; 

H2NCH2CH2N(C6H11)CH2CS20H, 147*, 80; H2NCH2CH2NPhCH2CH20H. 
42', 171*, 85; C6H11N (CH2CH2NH2) 2 (II), -, 125', 80i 
PhN(CH2CH2NH2)2 (III), -, 157*, 80. Chloroplatinate of II and 
picrate of III melt at 230* and 210*, resp. 

N,N'-Bis(2-hydroxyethyl)pipecazine gave diacetate (IV), blO 177-80* 

(picrate, m. 242'), which was treated with 1 mole I to give 301 

N-2~acetoxyethyl-N'-2-phthalimidoethylpiperazine, ta7 168-70'; 

picrate n. 248*. ^drolysis gave N-2-hydroayethyl-N'-2- 

arainoethylpiporazine, blS 168*1 picrate, d. 149*. Treating 

IV with 2 moles I gave N,N'-bis(2-phthaIinidoethyl)piperazine, m. 

234* (picrate decomposition p. 299*), whose hydrolysis yielded 

N,N'-bi3(2-aminoethyl)piperazine, b. 267*; picrate m. 206*. 

Treating 1-ephedrine with Ac20 followed by I gave C6H4 (CO) 2NCHPhCHHeNMeAc, 

n. 145*, b6 234*, whose hydrolysis yielded 

PhCH(NH2)CHMeNHMe, b. 246*; picrate ib. 166*; HCl salt 

decomposition p. 264*. Treating Et2N(CH2)3(XI with (EtCO) 20 yielded 

Et2N(CH2)302CEt, b. 235-7*, which was treated with I to give 

Et2N(CH2)3N(CO)2C6H4. b6 185*. Hydrolysis gave Et2N(CH2)3NH2, b. 

169*; picrate n. 196*. 
IT 20S42-02-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 
RN 20542-02-3 CAPLUS 

CN Acetamide, N-methyl-N-(a-methyl-p-phthaliaidophenethyl} - (8CI) 
(CA INDEX NAME) 
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1968:487466 CAPLUS 
69:87466 

Synthesis of dipepcides of soae ^-aaino acids via 
a'>diazo ketones 
Jugelt, v.; Falck, P. 

Huaboldt-Univ. Berlin. Berlin, Fed. Rep. Ger. 
Journal fuer Praktische Cheaie (Uipzig) (1968), 
38(1-2), 88-100 

CODEN: JPCEAO; ISSN: 0021-8383 
Journal 
Geraan 

CASREACT 69:87466 

The Wolff rearrangement of l-phthaloylamino-3'diazo-2-alkanone3 in the 
presence of DL-H2NCaPhCH2C03Et or DL-phenylalanine esters, catalyzed by 
Ag20, or occurring photolytically, yielded ^^phthaloylaoinapropionyl- 
amino acid esters, vhich upon saponification of the ester group and 
subsequent 

hydrazinolyais gave the folloving B3NtCHRaiRlC(0)NBCHR2(CH2)nC02- (R - H 
or Ph, Rl - H, He, Et and R2 - Ph or CB2Ph, n - 0 or 1) . 

19745-62-lP 19745-75-6P l>771-39-2» 
19771-62- IP 19776-44-4P 

RL: SPN (Synthetic preparation)! PRBP (Preparation) 

(preparation of) 
1974S-62-1 CAPLUS 

Hydrocinnanic acid, ^(P-phthalimidohydrocinnaoamido) - (SCI) 
(CA INDEX NAME) 
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IT 



ai-CH2-C-NH-CH-CH2- Ph 



RN 19771-62-1 CAPLUS 

CN Hydrocinnaiaic acid, A- (^phthalimidohydrocinnanaiaido)-, ethyl 
ester (SCI) (CA INDEX NAME) 



ok 



o Ph o 
1 II I II 

CH- CH2-C-NH-CH- CH2- C- OEt 



RN 19776-44-4 CAPLUS 

CN 2-Isoindolinepropionamide, N- (a-methylbenzyl) -1, 3-dioxo-P- 
phenyl- (SCI) (CA INDEX NAME) 



Ph O Ph 

I il t 

CH- CH2- C- NH- CH- CH2- C02H 



I II I 

CH- CH2- C-NH- CH- Me 



19745-75-6 CAPLUS 

Alanine, 3-phenyl-N- (P-phthalinddohydrocinnamoyl) - 
(8CI) (CA INDEX NAME) 



ethyl ester. DL- 



OCX 



»h O CH2-Ph 

I II t 

CH- CH2- C- NH-CH— C- OEt 



RN 19771-39-2 CAPLUS 

CN Alanine, 3-phenyl-N- 0-phthalimidohydrof:innaaayl) DL- (8CI) (CA 
INDEX NAME) 
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Tetracyclines. XLVII. Derivatives of 
(4-oxto-5, 10-dihydroxy-9-iBethyl-l,2,3,4-tetrahydro-2- 
anthryl) glycine 

Gurevich, A. I.; Karapetyan, M. G. r Kolosov, H. N.; 
Xorobko, V. G.I Onoprienko, v. v. r Popravko, S. A. 
Inst. Xhim. Prir. Soedin., Moscov, USSR 
Zhurnal Obshchei Xhinii (1968), 38(1), 50-7 
OODEN: Z0KBA4; ISSN: 0044-460X 
DOCUMENT TYPE: Journal 
LANGUAGE: Russian 
GI For diagraa(s), see printed CA Issue. 

AB The following intemediates for synthesis of tetracycline were reported. 
I stirred 2 hrs. vith Zn dust in AcOH at room tenperature gave 781 Et 
4-oxo-5-benryloify-10-hydrojiy-9-methyl-l, 2, 3, 4-tetrahydro-2- 
anthryloKifflinoacetate, m. 126-7*. Similar reduction %d.th activated Zn 
dust (10 parts by weight) gave 74% 2- (4-oxo-5-ben2yloxy-10-hydroxy-9-methyl- 
l,2,3, 4-tetrahydro- 2-anthryl) glycine Et ester (II), m. 138-40*, 
while reduction at 40* in 3 hrs. gave 53% above ester and 15% 
2- (S-benzyloxy-4 , lO-dihydroxy-9-aethyl-l ,2,3,4- tet rahydro-2- 
anthryl) glycine, n. 99-101*. II and Hel in tetrahydrofuran (THF) 
18 hrs. gave 181 St ester of 2-(4-o»o-5-benzyloiiy-10-hydroKy-9-Bethyl- 
l,2,3,4-tetrahydro-2-anthryl)5arcosine (III), m. 144-6*, and 18% 
corresponding N,N-dimethylglycine analog (IV), m. 149-51*. The 
latter was formed in 59% yield from this reaction in He2NCH0 in the 
presence of A920, while treating II with 4% formalin in THF at 0*, 
followed by NaBH4 at 0-2* 3 hrs. gave 46% III. II and Ac20 gave 
the N-acetyl derivative (V) , a. 188-90*, after brief heating. Ill and 
Ac20 after refluxing 10 min. also gave the N-acetyl derivative, m.- 
123-4*. II and phthalic anhydride in THF in 0.5 hr. gave 
N-o-carboxybenzoyl derivative, n. 154-6', while II and 

N-carbethoxyphthalinide in THF gave in 0.5 hr. N-phthaloyl derivative, m. 
176-8*, also formed from II and phthalic anhydride after 0.5 hr. at 
160*. II and 0.3N KOH THF gave in 2.5 hrs. at 20* 74% 
2- (4-o«o-5-benzyloxy-10-hydroxy-9-methyl-l, 2, 3, 4-tetrahydro-2- 
anthryl) glycine, m. 187-9*J IV heated with ale. KDH 1 hr., 
neutralized tdth HCl, diluted with EtOH, evaporated, and kept 12 hrs. in 
THF at 

0' gave 87% 2- (4-oxo-5-benzyloxy-l0-hydroiiy-9-methyl-l, 2, 3, 4- 
tetrahydro - 2 - anthryl) - N,N - dimethylglycine, ro. 173-80* 
(decomposition). II and KOH under similar conditions gave, after heating 

the 

crude product with Ac20 in the cold 63% 2- (4-oxo-5-benzyloxy-10-hydroxy-9- 
methyl-l, 2, 3, 4-tetrahydro-2-anthryl) -N-acetylglycine (VI), ra. 
222-4*, also formed by saponification of V with KOH at 20*. N-Ac 
derivative of III and KDH in THF at 20* 4 hrs. gave 83% 

2-(4-o>co-5-benzyloiiy-10-hydroxy-9-raethyl-l,2,3,4-tetrahydro - 2 - anthryl) 
- N - acetylaarcosine, m. 202-4*. H and phthalic anhydride in THF 
0.3 hr. at 20*, then treated with 0.36N KOH and kept 3 hrs. longer 
gave 55% 2- (4-oito-5-benzyloxy-10-hydroxy-9-aethyl-l, 2, 3, 4-tetrahydro-2- 
anthryl) -N-(o-carboicyfoenzoyl) glycine, n. 173-S*. The sane formed 
similar saponification of the Et esters of either phthaloyl or 
ca rboxybe nzoy 1 

analogs. The product heated in diglyne at 140* 1.5 hrs. gave 41% 

2- (4-oso-5-benzyloiiy-10-hydroicy-9-methyl-l, 2, 3, 4-tetrBhydro>2'>anthryl.) -M- 

phthaloylglycine (VII), ■. 205-7*. VI and Bt3N in THF treated at 

-70* vith O0C12 in MePh 0. 5 hr. , followed by solution of 

ethoxymagnesiua derivative of Et nalonamate in THF, gave after 2 hrs. at 



VII 



ANSWER 20 OF 22 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
temp., followed by an aq. treatment, 41% Et 2- (4-oxo-S-benzyloKy-lO- 
hydroiiy-9-mothyl-l,2,3,4-tetrahydro-2-anthryl)-N - acetylglycylmalonai 
(VIII), m. 157-61'» similarly was prepd. 21% Et 
2- (4-oxo-5-benzyloxy-10-hydroxy-9-methyl-l,2,3,4-tetrahydro- 
2-anthryl) -N-acetylsarcosylmalonaroate characterized by ir spectrxim. 
similarly gave Et 2- (4-OKO-5-benzyloxy-10-hydroxy-9-nethyl- 1,2,3,4 ' 
tetrahydro - 2 - anthryl) - N - phthaloylglycylmalonaaiate, decompd. 
143-8*. Similar reaction of VII with C0C12, followed by 
ethoxymagnesiuffl deriv. of Et N-tert-butylmalonaoate, gave 37% Et 
t2-(4-OJ«o-5-benzyloxy-10-hydroxy-9-ii»thyl-l,2,3,4-tetrahydro-2-anthryl)-N- 
phthaloylglycyl] -N - tert-butylmalonamate, characterized by ir spectrum. 
VIII and NaH in Me2S0 finally at 120* gave 59% l-acetyl-2- (4-oxo-5- 
benzy loxy- 1 0-hyd roxy- 9-fflethyl-l,2,3,4-tet r ahyd ro-2-anthryl)-4-ca rbamoyl- 3 - 
pyrrolinol-5-one, n. 163-8*. 



RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
19638-85-8 CAPLUS 

Halonamic acid, 2- (2- (5- (benzyloxy) -1,2,3, 4-tetrahydto-10-hydroxy-9-methyl- 
4-oxo-2-anthryl] -l-hydroxy-2-phthalimidoethylidene] -N-tert-butyl-. ethyl 
ester (SCI) (CA INDEX NAME) 




Ph-CH2-0 OH 0 
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TITLE: Substituted aalnocarboxylic acid derivatives 

IHVEirT0R<5) : Crook, Leonard R. ; Jansen« Alexander B. A.i Spencer. 

Kenneth E. V.» tfatson, David H. 

PATENT ASSIGHEE(S): John Vyeth & Brother Ltd. 

SOURCE: 37 pp. 

DOCUMENT TYPE: Patent 

LANGUAGE: Unavailable 

FAMILY ACC. NUN. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



APPLICATION HO. 



DATE 



GB 1036694 19660720 GB 19640303 

AB The title cotspds. (I) are hypnotics, sedatives, nuscle relaxants, or 

anti^convulsants. A mixture of 14.3 9. tetrachlorophthalic anhydride and 
5.2 9. NH2(CH2)3C02H (II) vas heated 3 hrs. at 160-80', cooled, and 
extracted with boiling AcOH to give H g. I (R - H, Rl - R2 - R3 - R4 - CI, 

n 

- 2, X - OH) (la), m. 273-5* (ethylene glycol raonoethyl ether). la 

(2 g.) was refluxed 1.5 hrs. with S0C12 to give I (H - H, Rl •> R2 - R3 - 

R4 - Cl, n - 2, X - CI) (Ib).ia. 165-6*. A solution of 3.9 q. lb in 35 

cc. EtOH was treated dropwise with 2 cc. CSHSN to give 3 g. I (R - H, Rl • 

R2 <- R3 - R4 - CI, n - 2, X •> OEt) , n. 125.5* (EtOH). A suspension 

of 19.8 9. 4-amino-4-phenylbutyric acid nonohydrate and 14.8 g. phthalic 

anhydride in 600 nl. PhHe and 25 ml. Bt3N was refluxed in a Oean-Stark 

apparatus for 4 hrs. to give I (R - Ph, Rl - R2 - R3 - R4 - H, n - 2, X - 

OH), 

n. 167* (50% aqueous EtOH). C1(CH2) 3C02Et (1.7 g.) was added to a 
suspension of 3.2 q. K 3, 6-dinethoJtyphthalimide in 15 ml. HC0NMe2, 
refluxed 2 hrs., and worked up to give I (R - H, Rl - MeO, R2 - R3 - H, R4 

- HeO, n - 2, X - OEt). m. 92-4*. Similarly 1 g. phthaloylglycyl 
Chloride in dioxane reacted with 1.84 g. II in the presence of 0.26 9. 
Hg(0H)2 and 10 ml. H20 to give 4- (phthalylglycyl) arainobutyric acid (III) 
ffl. 217.5-20.5*. A mixture of 3 g. Ill, 10 ml. absolute EtOH, and 10 ml. 
concentrated H2S04 was heated 5 rain, on the steam bath to give 2.7 g. ethyl 
4- (phthalylglycyl) aminobutyrate, m. 184-5*. A solution of 1.8 g. Ic 

(see below) in 30 ml. EtOH and 60 ml. EtOAc was hydrogenated in the 
presence of 0.5 9. 10% Pd-C at 1 atmospheric for 1 hr. to give I (R » Rl - 

H, R2 

- NH2, R3 - R4 - H, n - 2, X - OEt),ra. 73-4* (aqueous EtOH). A mixture 
of 2.75g. IV (see below) in 20 ml. dry EtOH was treated with 3.1 q. EtI 
and a solution of 0.9 g. NaOH in 15 ml. EtOH and refluxed 8 hrs. to give 
ethyl 4-(4,4-diethylhoraophthaliaido)butyrate, bO.3 154-5'. n22.5D 

1.5259. A solution of 3.9 g. Id (see below) in AcOH was reduced as above to 
give I {R - H, Rl - AcNH, R2 - R3 - R4 - H, n - 2, X - OEt), m. 
54-5*. A solution of 21.4 g. 1, 2, 3, 4-tetrahydco-2, 4-dioxoquinazoline 
(referred to as benzoyleneurea) and 5.35 9. NaOH in 600 ml. 501 aqueous EtOH 
was treated with 27 g. Br(CH2)3CN and refluxed 40 hrs. The solvent was 
distilled and the residue treated with 600 nl. O.SN NaOH until strongly 
alkaUne 

The insol. residue was filtered off and crystallized from EtOH to give 3.5 

9- 

1, 3-bi3 (3-cyanopropyl) benzoyleneurea, m. 120-2*. The filtrate was 

adjusted to pH 10 with concentrated HCl to give 12.4 g. 3- (3- 

cyanopropyl) benzoyleneurea (V), m. 181-2*. Dry HCl was passed for 3 

hrs. into a solution of S.B g. V in 50 nl. EtOH and then refluxed 20 hrs. to 

give 4 9. ethyl 4 (l,2,3,4-tetrahydro-2,4-dioxo-3-quinoazolinyl)butyrate 
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[also referred to as 3- (3-carbethoxypropyl) benzoyleneurea] , n. 

134-4.5*. A raixt. of 30 g. y-phthaUraidobutyric acid in 200 

ml. dry C6H6 and 60 ml. SOC12 vas refluxed 3 hrs., coned, to dryness, the 

solid residue dissolved in 150 ml. C6H6, and treated with a soln. of 19 g. 

Bt2NH in 50 ml. C6H6 to give I (R - Rl - R2 - R3 - R4 - H, n - 2, X - 

NEt2), m. 81-2* (aq. EtOH). Levulinic acid (250 g.) was 

reductively aminated with ice cold NH3(d. 0.8B) and then hydrogenated with 

10-20 g. Raney Ni at 100 atn. and 150* to give 5-Bethyl-2- 

pyrrolidone, which was then hydrolyzed with Ba(aH)2 under reflux to give 

4-aainovaleric acid. A nixt. of 172 g. methyl valerate, 430 ml. HeCH2N02, 

and 140 ml. Ne3N was kept 4 days at 30* to give methyl 

4- nitrovalerate bO.5 74-6*, which was hydrogenated at 3 atn. in the 
presence of Raney Ni to give 5-methyl-2-pyrrolidinone. A mixt. of 78.3 g. 
N,N-dimethyl-4-chlorovaleraaide (VI) and 116 g. dry Na saccharin in 
H00NMe2 was refluxed 15 hrs. and worked up to give 2-(l- 
dimethylaminocarbonylbut-3-yl) -1, l-dioxo-4. 5-benzisothiazolin-3-one, m. 
106.5-7.0*. In the exaiqples given below the residue 

l,l-dioxo-4,5-benzisothiazolin-3-one is referred to as sulfobenzimide. A 
soln. of 140 g. methyl 4-nitrohexanoate in 200 ml. Etm was hydrogenated 
at 60" and 80 atm. for 24 hrs. with 15 g. Raney Ni to give 47.8 g. 

5- ethyl-2-pyrrolidinone (Vll), b60-100 16O-20O*, n22D 1.4707. A 
mixt. of 6.05 g. Vll and 9.24 g. Ba(0H)2-H2O in 50 ml. H20 was 
refluxed 1 hr., treated with 50 ml. H20 and a stream of C02 until neutral 
to give 4-aminohexanoic acid. A mixt. of 10.4 g. y- 

chlorobutyronitrile and 20.5 g. anhyd. saccharin was heated 2.5 hra. at 

150- 80* to give 18 g. of nitrile product, m. 104*. A mixt. 

of 5 g. of this nitrile and 10 ml. conod. H2S04 was heated 10 min. on the 
stean bath to give 2- (l-aninocarbonylprop-3-yl) sulfobenzimide (VIII), n. 

151- 3* (H20). A mixt. of 1 9. Vllt. 20 ml. Me2CO, 20 ml. H20, and 
5 ml. coned. HCl was refluxed 2 hrs. to give 2- (l-carboxyprop- 
Syl) sulf obenzimide (IX), ra. 106-9* (50% AcOH). IX was converted as 
abcTve to 2- (l-dimethylaminocarbonylprop-3-yl) sulfobenzimide, ci. 
84-5* . 1, 4-Kethano-l, 2, 3, 4-tetrahydronaphthalene-2, 3-dicarboxylic 
anhydride (4.3 g.) was added in small portions over 1 hr. to a stirred 
soln. of aq. NH3 (d. 0.88) and worked up to give 2 g. of the corresponding 
imide, m. 242-4*. The K salt of the latter was prepd. by treating 

a soln. of 2.13 g. of the imide in 55 ml. He2CO at 50* with 
alc.-KOH (11.8 ml., O.S45N). A mixt. of 7.53 g. of this K salt and 6 g. 
N,N-dimethyl 4- chlorobutyramide, n20D 1.4723 (prepd. by treating 100 g. 
4-chlorobutyryl chloride in 250 nl. dry Et20 with He2NH in Et20 until just 
alk.) in 100 ml. HC0NMe2 was refluxed 3.5 hrs. to give 4 g. 
1, 3-dioxo-2- O-dimethylaminocarbonylprop-l-yl) -4, 9-methano-3a,4,9,9a- 
tetrahydrobenz[f ] isoindoline, m. 118-19*. Zn wool (53 g.) was 
amalgamated with a soln. of 4.5 g. HgC12 in 100 ml. H20 and 8 ml. coned. 
BCl. The liquid was decanted and replaced by 110 ml. U20 and treated with 
3.2 9. 4-phthalimidovaleric acid and 52 ml. coned. BCl and heated 3 hrs. 
on the steam bath to give 4-phthaliraidovaleric acid (X), m. 
109-9.5*. X (3.24 g.) was converted by the mixed anhydride method 
using 1.92 ml. Et3N, 1.8 ml. isobutylchlorof ormate, and 1.1 ml. Me2NH to 
give N,N-dimethyl-4-phthalimidinovaleramide (I, R - He, Rl - R2 - R3 - R4 
- H, n - 2. X » NMe2), n. 81.52.5*. A nixt. of 20.2 g. 
pent-2-enoic acid, 35.0 g. N-bronosuccininide, and 100 mg. Bz202 in 200 
cc. CC14 was refluxed 4 hrs. to give 4-bromopent-2-enoic acid, m. 
78-80*. Valerolactone was heated with S0C12 and freshly fused 
ZnC12 at 100* for 70 hrs. to give 4-chlorovaleryl chloride, which 
was treated with an ethereal soln. of Me2NH to give VI, b30 45-81* . 
A mixt. of 50 g. p, ^dimethylacrylic acid and 700 ml. coned. NH3 
was heated 32 hrs. in an autoclave at ISO* and worked up to give 
30.5 9. 3-amino-3-methylbutyric acid, n. 218-21* (sealed tube). A 
aoln. of 3-methyl-3-phthalimidobutyryl chloride, n. 78-9.5*. in 25 
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nl. dry C6H6 was added to a soln. of 120 ml. Et20 contg. 2.2 equivs. of 

CH2N2 to give 4.55 g. of the diazo ketone. This was dissolved in 100 ml. 

dioxane and added to a stirred mixt. of 1.5 g. Na2S203.5H20 and 1.5 g. 

Ag20 in 250 ml. H20 in a bath at 5565*. The mixt. was stirred 7 

hrs. to give 4-methyl-4-phthaliraidovaleric acid, m. 134.5-6*. A 

mixt. of 100 g. K phthalimide, 54.5 g. redistd. y-butyrolactone, and 

270 ml. HO0NMe2 was refluxed 15 hrs., cooled, poured onto 600 g. ice. and 

treated with 50 ml. coned. HCl to give I (R - Rl - R2 - R3 - R4 - H, n - 

2, X - OH), m. 117-18* (aq. EtOH). He2S04 (30 ml.) was added to a 

soln. of 10 g. 3, 6-dihydroxyphthalonitrile in 150 ml. Me2C0. NaOH soln. 

(2N, 150 ml.) was added in portions over 15 rain., the soln. refluxed I 

hr., and cooled overnight to give 3, 6-diethoxyphthalonitrile, m. 

197-200*. The nitrile was refluxed 6 hrs. with a raixt. of 24 ml. 

5N NaOH and 80 ml. H20 to give 3,6-diethoxyphthaUc anhydride, m. 

202-3* (AoOH). The following I derivs. were similarly prepd. by 

the various procedures given above (R, Rl, R2, R3, R4, n, X, and ra.p. 

given): Ph, H, H, H, H, 2, OEt, 71*» H, Ph, H, H, Ph, 2. OH. 

1B6.58.0*; H, Ph, H, H, Ph, 2, OEt, 130-1*; H, Ke, H, H. 

MB, 2, OH, 195-6.5*; H, Ke, H, H, Me, 2, OEt, 57-8*; H. H. 

N02, H. H, 2, OEt (Ic), 67-9'; H, N02, H, H, H, 2, OH, 

134-4.5*; H, N02, H, H. H, 2, OEt (Id), 51-2'; H, H. H, H, 

H, 3, OH, 156-8'; H, H, H, H, H, 3, OEt, 50* » H, MeO, H, 

H, MeO, 2,0CH2Ph, 102-3.5*; H, MeO, H, H, MeO, 2, iso-PcO, 

104-5*; H, MeO, H, H, MeO, 2, tropyloxy. 125-6*; H, H, H, 

H, H, 2, 0CR2Ph, 57-8*; H, MeO, H, H. ReO. 2, OCH2C6B4N02-p, 

140-1*; H, MeO, H, H, MeO, 2, OCH2C€B4Cl-p, 127-8* » H, 

MeO, H, H, MeO, 2, OH, 143-4*; H. MeO, H, H, MeO, 2, OMe. 

106-9*; H, MeO, H, H, MeO, 2, 0CH2CH:CH2, 89.5-90.5'; H, 

CI, CI, CI, CI, 2, NeEt2, 107* ; H, CI, CI, CI, CI, 2, NHPh, 

248-9*; H. H, N02, H. H. 2. NEt2, 78-9*; H, B. N02. H, H, 

2, Oa. 166-7*; H, H. NH2. H, H, 2, NEt2. 139.5-41.5*; H, 

N02. H. B. H. 2. NEt2. 74-5*1 R, NH2. B. B, H, 2. NEt2, 

96-8*; Ph, R, H, B, H. 2, NEt2, 102*; Ph, H, H, H, H, 2, 

NMe2, 128-9*; H, H, H, H, H, 3, CI, 72.5-4.5*; H, H, H, H, 

H, 3, NMe2, 867'; H, H, H, H, H, 3, NMe2, - (L(+)-form D 

15.8'] ; H. H, H, H, H, 3, NEt2, 65-6*; H, H, H, H, H, 3, 

morpholinyl, 110*; H, H, H, H, H, 3, piperidinyl. 69-70*; 

H, OEt, H, H. OEt, 2, NEt2, 92.5-3.5*; H, OEt, H, H, OEt, 2, 

iso-Pc2N, 104-5*; H. 0CH2Ph, H, H, OCH2Ph, 2, iso-PrZN, 

138*; H, OMe, OMe, H, H, 2, NEt2, 93-4*; H, OMe, OMe, H, 

H, 2, iso-Pr2N, 102-3,5*; H, OMe, Me, H, OMe, 2, i30-Pr2N, 

12930* ; H, OMe, H, H, OMe, 2, NMe2, 169-70'; H, OMe, H, H, 

OMe, 2, NEt2, 174-5*; H, OMe, H, H, OMe, 2, NPr2, 93-4*; 

H, OMe, H, H, OMe, 2, iso-Pr2N, 128-9'; H, OMe, H, H, OMe, 2, 

NHCH2CH:CH2, 169-70*; H, OMe, H, H, OMe, 2, iso-BuNH, 170*; 

H, OMe, H, H, OMe, 2, NH(CH2) 3NMe2, 136-7*; H, OMe, H, H, OMe. 2, 

NHPh, 181-2*; H. CMe, H, H. OMe, 2. piperidinyl, 151-2*; 

H, OMe. H. H, OMe. 2. N(CB2CH:CH2) 2. 110-11*; H. N02. H. Ctfe. OHe. 

2, NEt2, 115.516*1 B. OHe, OHe. B. OMe. 2. NEt2, 138-9* > 

H, OMe. OMe. H. NHAc, 2. iso-Pr2N, 159"; H, CI, CI, CI, CI, 2, 

i30-Pr2N, 171-2*; H. H, H, H, H, 2, iso-Pr2N, 81-2.5*; H, 

OMe, H. H. OMe, 2, NHPr, 189-90 eg;; H, OHe. H, H, OMe, 2, NHO0NH2, 

234*; H, OMe, OMe, H, H, 2, NHC0NH2, 212-13*; H, AcNH, H. 

H, H, 2, NEt2, 86-7.5*; H. H, H, H, H, 2, NMe2. 96'; H. H, 

H, H, H. 2. piperidinyl. 59-60*; H, H, H, H, H, 2, morpholinyl, 

99.5-100.5*; B, B, H. B, H. 2, N{CH2CH:CH2) 2, bO.4 204*. 

(n2S0 1.5570); H, He. B, B. Me, 2, N(CH2CH:CH2)2, 63-4.5*; H, Me, 

H, R. He, 2, HEt2, 98'; B. Me. R, H, Me, 2, piperidinyl, 

100.5*; B. N02, H. H, N02. 2. OH, 142.5-5.0*; H, Et2N, H, H. 

N02. 2, NEt2. 72-4. S'; Ph. H, H, B. H. 2. piperidinyl. 
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124.5-5.5*; Ph, H, H, H, B. 2, nocphoUnyl, 1512*; R. B. H, 
H. H, 3. NNe2. 72-2.5*; B, R, H, H, H, 3, morpholinyl, 
88-9*; He, H, H, H, H, 2, NHBu-tert, 106-8*; Me, H, H, H, H, 
2, NHMe, 105-6"; Me, H, H, H, H, 2, OH, 156-9"; H, H, H, H, 
H, 3, OH, 116-18*; Ph, H, H, H, H, 2, OH, 167"; H, N02 H, H, 
H, 2, OH, 134-4.5*; H, NH2, H, H, H, 2, OH, 164-6*; H, N02, 
H, H, N02. 2, OH, 141-2*; H, N02, B, H. N02. 2. NH2 213-14*; 
B. H, H. B. H, 2. NH2. 160-4*; H, NH2, B. H, H, 2. NH2. 
195-6*; H, CI, CI. CI. CI, 2, NH2, 248-9"; H, CI, H, H, CI, 
2, NH2, 200-2*; H, MeO, H, H, MeO, 2, NH2, 208-10'; H, Ph, 

H, H, Ph, 2, aa, 186.58*; H, Ph, H, H, Ph, 2, KH2, 
205,5-7.0*; H, Me, H, H, Me, 2, OH, 195-6.5*; H, Me, H, H, 
Me, 2, NH2, 175.5-6.0*; H, H, H, H, H, 3, NH2, 111-12'; H, 
EtO, H. B. BtO. 2. NB2, 179-80*; Ph. H. H. B. H. 2, NH2, 
163-4'; and R. B. B, H, B, 2. OEt. 71-2*. The following 

coiapds. trare prepd. according to the various procedures given above (m.p. 
given): 4-homophthalimidobutyric acid, 128.5-30*; ethyl 
4-homophthaliraidobutyrate (IV), 61.5-2.5*; N,N-diraethyl 
4-quinolimidobutyramide, 124-5*; cis-4-(A4- 
tetrahydrophthalimido) butyric acid, 99-102*; N,N-dimethyl 
cis-4-((A4-tetrahydrophthaUmido)butyramide, bO.4 192', n25D 

I. 5237; N,N-diethyl cis-4- (A4-tBtrahydrophthalimido) butyramide, 
b3.03-0.5 170-90*, n2SD 1.5214; N,N-dimethyl-4-phthalimidopent-2- 
enearaide, 79.5-80*; N.N-dinethyl-4-phthalimidohexanamide, -; 
4-phthaliraidohexanoic add. 104-5* f l,3-dioxo-2-(l-carboxybut-3- 
yl) -4 , 9-raethano-3a, 4, 9, 9a- tetrahydrobenz [f } isoindole, 143-4*; 

1, 3-dioxo-2- (l-dimethylaminocarbonylbut-3-yl) -4, 9-methano-3a. 4, 9.9a- 
tBtrahydrobenz(f J isoindole, 153-3.5'; 4-raethyl-2-pyrrolidinone, bl 
99-92*; 4 -ami no- 3 -methyl-butyric acid, -; 3-raethyl-4- 
phthaUmidobutyric acid. 141-2*; N,N,3-trimethyl-4- 
phthalimidobutyramide. 82-3*; diethyl 4-methyl-4-nitrovaleramide, 
b2 144-50*, nl9D 1.4681; N.N-diethyl-4-amlno-4-methylvalecamide. 
bO.8 100-2*. nl9D 1.4672; N.N-diethyl-4-methyl-4- 
phthalimidovaleraraide, -; dimethyl-4-methyl-4-nitrovaleramide, bO.5 
108', n22D 1.4709; dimethyl-4-amino-4-nethylvaleramide -; 
N,N-diraethyl-4-raethyl-4-phthaliraidovaleramide. b0.02 160-90*; 
2- {l-carboxyprop-l-en-3-yl) sulfobenzimide, 199-9* ; 
2-(l-dimethyiaminocarbonylprop-l-en-3-yl) sulfobenzimide, 164-5*; 
2- ( l-carboxybut- 1 -en-3 -yl) sulfobenzimide, 162-4 * ; 

2- (l-dimethylaminocarbonylbut-l-en-3-yl) sulfobenzimide, 140-40. 5* » 

2- (1-N-methyl- N-phenylaminocarbonylbut-l-en-3-yl) sulfobenzinide. 

104-5' ; 2- (l-ethylaminocarbonylbut-l-en-3-yl) sulfobenzimide, 

106-7'; 4-bromohex-2-enoie acid, bO.4 94-8*, n20D 1.5130; 

2- (1-carboxypent- 1 -en- 3-yl) sulfobenzimide, 150-2'; 

2 - ( 1 -dime t hylami noca rbony Ipe nC-l-en-3 -yl ) sul f obe nzi raide , 

142.5-3.0*; 2- (l-carboxypent-3-yl) sulfobenzimide, 95-9*; 

2- (l-tert-butylaminocarbonylpent-3-yl) sulfobenzimide. 141-2*; 

2-(l-ethyl- Sttinocarbonylpent-3-yl) sulfobenzinide. 85.5-6*; 

2- (l-dimethyl-8minocarbonylpent-3-yl) sulfobenzimide, bO.l 195-205*; 

4-bromo-3-methylbut-2-enoic acid, bO.8 98-102*. n200 1.5230; 

2- (l-carboxy-2-methylprop-l-en-3-yl) sulfobenzinide, 182-4*; 

2- (l-diraethylaminocarbonyl-2-methylpropyl-l-en-3-yl) sulfobenzinide, 
135-6.5*; N,N-dinethyl-4-phthalimidovalBranide, 95'; 

3- methyl-3-phthaUmidobutycic acid, 118.5-20.5*; 
N,N-dimethyl-4-methylphthaUmidovaleramide, -; 2-(l- 
diraethylaminocarbonylbut-2-en-3-yl) sulfobenzinide. 119-20*; 
2- (Ipropylaminoca rbony lbut-l-en-3-yl) sulfobenzinide. 109-10*; 
2-l(-dinethylaminocarbonylbut-l-en-3-yl)sulfc^enzinide. 101-2*; 2 - 
(1 - ami noca rbony Iprop- 3-yl) sulfobenzinide. 151-3*; 

4- (3-arainophthaUnido)butyronitrile. 91-3. 5*» 4- 
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(cecrachlorophthallaido)butyronitril«« 194-5*f 4« 
trifluoroacetaaidobutyraaide, 108-10* i y-l.B- 

naphchalioidobucyronitrile, llS'j 4-(l,a-naphthaliiaido)butyramide, 
233-6'; 4-(3,6-dichloropthalittiido)butyronitcile. 143-4'; 
3, 6-diiaethoxyphthaLimidobutyrofu.trile, 167-9'; 4- 
phthalylglycylaminobutyranido, 237,5-8.5'; 4-phthalimidovaleryl 
chloride, 72.5-4.5*; 4- (4, 4-diethylhomophthaliiaido) butyramtde, 
98-9*; 4-phthalimidobutyryl chloride, 65-B*; 
3-(3-cyanopropyi) -3,4-dihydro-4-cjuinazolone, 85-6.5*1 and 
3- (3-carbethoxypropyl) -3, 4 -dihydro-4-qulnazolone-BCl, 199-203* . 

IT 102«4>94-5, 2-l30lndoUnebutyrazaide, N,N-diMthyi-l,3-diOxo- 
y-phenyl- 102S4-95-6, 2-IsoindolinebticyraBide, 
N,N-diethyl-l, 3-dioxo-y-phenyl- 
(preparatlon of) 

RN 10264-94-5 CAPLUS 

CN 2-l9oindolinebut:yraiBide. N,N-dinethyl-l,3-dioxo^-phenyl- (7CI, 801) 
(CA ZNOEX NAME) 



ok' 



CH- CH2- CH2- C- NMe2 



RN 10264-95-6 CAPLUS 

a* 2-Isoindolinebutyramide, N,N-diethyl-l,3-dioxo-Y-phenyl- (7CI, SCI) 
(CA INDEX NAHE) 



CH- CH2- CH2- C- NEt2 
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AB PhCH2CC»We2 (I), cyclohexylamide (II), and morpholide (III) of PhCH2C02H 

(IV) with (PhCH:N)2CHPh (V) in the presence of A1C13 yielded mixts. of the 
amides of the diastereoaeric 3-amino-2, 3-diphenylpropanoic acids (VI). 
The configurations of the amides vere proved fay their synthesis from the 
corresponding VI and secondary amines. The appropriate aadde (0.02 mole) 
and 0.01 mole V in 10 cc. dry C6He treated with cooling with 0.02 mole 
A1C13 in portions, heated 2 hrs. at 90*, cooled, diluted with 15 cc. 
1:1 HC1-H20, and blown with steaa. and the distillation residue basified 

gave 

the corresponding amide of the VI. I gave 401 (tj-threo- 
PhCH(NH2)CHPhCONMe2 (VII). n. 156-7' (H20) . VII in dry Et20 with 
HCl-Et 20 yielded VII. -HCl, m. 158-63' (decomposition) (EtaH-Et20) . The 
mother liquor from the VII gave further 0.26 g. mixture of vii and the 
erythro isomer (VIII) of VII, and then 0.62 g. VIII, m. 119-21* 
(heptane) I VIII. HCl m. 215-16'. The original steam distillate 
contained 981 BzH and 931 I. II gave similarly 12t cyclohexylamide (IX) 
of (+)-threo-PhCH(NH2)CHPhC02H (X), d. 163-4.5*; [IX.HCl n. 
230.5-31* (Et0H-Et20) ) . and 0.8 g. cyclohexylamide (XI) of the 
erythro isomer (XII) of X.HCl, m. 227.5-28* (repptd. from EtOH with 
Et20). XI. HCl with base yielded 851 XI, ra. 153-4*. The original 
steam distillate gave 95% each BzB and II. ill yielded similarly 2.61 g. 
crude amino bases «rhich dissolved in 20 cc. EtOR and treated 4-S hrs. with 
1 cc. BzH and 5 cc. 101 aqueous NaOH gave 3.09 g. morpholide (XIII) of 
threo-PhCH(N:CHPh)CHPha)2H (XIV), m. 194-6* (EtOH). and 0.89 g. 
morpholide (XV) of the erythro isomer of XIV, m. 144-6* (heptane) . 
XV(0.48g.)and lOcc. 1;2HC1 distilled to remove all BzH. basified. and 
extracted 

with Et20, and the extract treated with BCl gave the morpholide of XII. HCl. 

m. 229-9.5* (repptd. from EtOH with Ct20) . XIII (0.8 g.) gave 

similarly 0.52 g. morpholide of X, m. 153-4*; HCl salt m. 1S7.S-60 

* (decomposition). XIII (0.5 g.) stirred 3 hrs. at room temperature with 

0.38 

g. LiAIH4 in dry Et20 yielded 0.44 g. pale yellow oil which gave 0.48 g. 
(+) -threo-N- (3-benzylamino-2,3-diphenylpropyl)raorpholine-HCl, n. 
251-2* (EtOH-Et20) . Chloride (0.39 g.) of erythro- or 

threo-3-phthaiaraido-2,3-phenylpropionic acid in 9-10 cc. dry Me2CO treated 
15-20 Bin. with excess amine yielded the corresponding XVI (R, and I 
yields and m. ps. of erythro and threo isomers given) : Me2N, 90, 
211-12.5*. 84, 235-6*; mocphoUno. 81, 176-7*- 96. 
197-9*; cyclohexylamino. 78, 215-16*. 87, 228.5-29*. 

The appropriate XVI (0.01 mole) and a slight excess N2H4.H20 in 6 cc. EtOH 
heated 1 hr. on a water bath and then 0.5 hr. with 3 cc. 6N HCl yielded 
the corresponding PhCH(NH2)CHPhC0NB2 (NR2. % yields and m. ps. of HCl 
salts of erythro and threo isomers and t yields and m. ps. of erythro and 
threo bases given): He2N. 75. 215-16'. 70. 159-63*. 54. 
119-21*. 67. 156-7*; morpholino. 78. 225-6* 
(semiliquid) . 74. 158-61*. — , — , 71. 152-3*; 



L8 ANSWER 22 OF 22 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
cyclohexylamino, 90, 227-8', 87, 230-1*, 75, 153-4*. 
60, 162-4*. 

IT 6903-74-8 , 2-IsoindoUnepropionamide. N.N-dimethyl-1.3-dioxo- 
(X, ^-diphenyl-, threo- C903-T5-9, 2- 

Isoindolinepropionamide. N.N-dimethyl-l,3-dioxo-a.p-diphenyl-, 
erythro- 

(preparation of) 
RN 6903-74-8 CAPLUS 

CN 2-l9oindolinepropionamide. N,N-dimethyl-l,3-dioxo-a.p-diphenyl- 
, threo- (8CI} (CA INDEX NAME) 

Relative stereochemistry. 




RN -6903-75-9 CAPLUS 

CN 2-l90indolinepropionaaide. N.N-dimethyl-l,3-dioxo-«.P-diphenyl- 
. erythro- (8CI) (CA INDEX NAME) 



Relative stereochemistry. 



=> lo gy 

LO IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 



=> log y 

COST IN U . S . DOLLARS 
FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
109.13 432.45 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE TOTAL 
ENTRY SESSION 
-16.06 -16.06 
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